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COMMITTBC ON HUMAN RMZAJtCH 

omci or hbsearch Arrxma, n<* qms 

UNIVSftSITY or CALIFORNIA, SAN FRANCISCO 


TO: David Rempel. MD., MP.H. 

SFGH, Bld« 30, 5th floor 

RE: The Relationship of Tobacco Exposure to Semen Blomarkers 


The Committee on Human Research, the UCSF Institutional Review Board holding 
Department of Health and Human Services Multiple Assurance #M-li69, has reviewed and 
approved thia application to Involve humans as research subjects. 

APPROVAL NUMBER: This number is a UCSF CHR number and should 

be used on all consent forms, correspondence and patient charts. 

APPROVAL DATEs Inly 19. 1000. Expedited Review 

EXPIRATION DATE? July 15. 1991. If the project is to continue, it mutt be renewed by 
iht expiration date. See reverse side for details. 

ADVERSE REACTIONS/COMPLICATIONS} All problems having to do with subject 
safety must be reported to the CHR within ten working days. 

MODIFICATIONS: All protocol changes involving subjects must have prior CHR 
approval. 

QUESTIONS: Please contact the office of the Committee on Human Research at 
(415) 476-1814 or campus mall stop. Box 0962. 


Sincerely, 

Rebeeea L. Coleman, PharmJ>. 
Chair 

Committee on Human Research 


cc! SFOH 

HEPC Project # 90005763 
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To 

At 


Cortex To 


9UftJ«CT 


1NTER-OFFIICE MEMORANDUM 


R. Hiatt, M.D. 
Division o£ Research 


E. Van Brunt, M.D. 


A November 22, 1989 
F " OM Glenda R. Marlow 

MJLjL\ 

KFRI Administration 
AT 3505 Broadway 

nayijn^ 


Institutional Review and Approval of Research Study Entitled 
"Pregnancy Outcome Study" 


On November 21, 1989, the Institutional Review Board (IRB> for 
the protection of human subjects reviewed the above-subject 
research study. The study was approved for continuation 
as amended subject to revision of the consent fora and receipt 
and approval of the questionnaire acceptable to Staff Counsel. 
These will be sent to you as soon as they have been reviewed 
and approved. Enclosed is a statement entitled "Information 
About Rights of Medical Research Participants." A copy of 
this statement must be given to each prospective participant 
in order to satisfy statutory requirements. 

All continuing projects and activities must be reviewed and 
reapproved at least annually by the Board. Board approval of 
any project is for a maximum period of one year. It is the 
responsibility of the investigator to resubmit the project for 
periodic review as determined by the Board. You will be 
reminded of the scheduled follow-up review dates for your 
project. 

If this proposal is used in conjunction with any other human 
experimentation or if it is modified in any way, it must be 
reapproved for these special circumstances. In addition, the 
Board must be promptly notified of unanticipated problems 
involving risks to human subjects or any complications which 
may occur during any experimental procedure. 

If you have any questions, please call me at ext. 3236. 


GRM/mlm 

Enclosure 
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TO 

AT 


Cortes To 


SUUCCT 


INTER-OFFICE MEMORANDUM 


R. Hiatt, M.D. 
Division of Research 


E. Van Brunt, M.D. 


SUBJECT HLE 
datk December 20, 1989 

Prom Glenda R« Marlow 

J£&JU £ JwL 

KPRI Administration 
at 3S0S Broadway 
Oakland 


Institutional Review and Approval of Research Study Entitled 
•Pregnancy Outcome study" 


On. December 19, 1989, the Institutional Review Board (1RB) for 
the protection of human subjects, reviewed and approved the 
revised consent forms and questionnaire for the above subject 
resea'rch study. 

Enclosed are the consent forms for your use. As you know, 
these forms are to be used in conjunction with the statement 
entitled "Information About Rights of Medical Research 
Participants." 

If you have any questions, please me at (415) 987-3236. 


GRM/mlm 
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KAISER FOUNDATION HOSPITALS 
THE PERMANENTE MEDICAL GROUP 


INFORMATION ABOUT RIGHTS OF MEDICAL RESEARCH PARTICIPANTS 


California law* requires that a potential participant in a medical 
research study or investigation be presented with an "experimental 
subject's bill of rights." The following list of rights and 
privileges is intended to satisfy the statutory requirement. 

Persons who participate in medical research, investigation, or 
experimentation are entitled to certain rights, which include (but 
are not necessarily limited to) the right to be: 

X. Informed of the nature and purpose of the study, investigation, 
or experiment. 

2. Given an explanation of the procedures to be followed in the 
medical study, investigation or experiment; and a description 
of any drug or device to be used. 

3. Informed of any related discomforts and risks reasonably to be 
expected from participation in the study. 

4. Told of any benefits to the participant, reasonably to be 
expected, if any. 

5. Advised of any appropriate alternative procedures, drugs, or 
devices that might be advantageous to the participant, and 
the relative risks and benefits of these alternatives. 

6. Informed of the availability of medical treatment, if any, to 
the participant, after the experiment, should complications 
arise. 

7. Given an opportunity to ask any questions concerning the study, 
investigation or experiment, or about the procedures involved. 

8. Instructed that consent to participate may be withdrawn at 
any time and that the participation in the medical study, 
investigation or experiment may be discontinued without 
prejudice. 

9. Given a copy of the written consent to participation as a 
research participant, as signed and dated. 

10. Allowed to decide to consent or not to consent to participate 
in a medical study, investigation or experiment, without the 
intervention of any element of force, fraud, deceit, duress, • 
coercion, or undue influence upon the participant's decision- 


•Health and Safety Code Sections 24170-24178 
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CONSENT TO PARTICIPATE IN A MEDICAL RESEARCH PROJECT: 
MEN'S REPRODUCTIVE HEALTH STUDY 


Researchers at Ktlstr Permanent* Medical Cancers and Che California 
Department of Healch Services are conducting a study on reproductive 
health. The scudy involves both women and their husbands. The women will 
be asked certain questions, requested to collect urine samples and to keep 
a brief diary. The men also will be asked to respond to a questionnaire 
and to provide two semen samples. 

* i 

The purpose of this study is to determine possible risk factors for 
reproductive dysfunction and undesirable outcomes of pregnancy. 

It is unlikely that you will personally benefit from being in this study, 
other than receiving payment upon completion of the semen collection 
process. However, society nay benefit in the future from the results of 
the study. 

Participation in this study is completely voluntary. Therefore, your 
deciaion whether or not to be In the study, or to drop out later, will not 
affect the healch cara you receive or your eligibility for membership In 
Kaiser Foundation Healch Flan. Although injury is most unlikely. If you 
are injured as a result of being in this study, as a member of Kaiser 
Foundation Haalth Flan you will ba offered treatment in accordance with Che 
member's Health Flan coverage. The researchers do not sxpsce the 
participants to be exposed to any risks as a consequence of involvement In 
this study, however. 

If you agree to be in this study you will: 

1. Participate in a telephone Interview during which you will be asked 
questions about your health and reproductive history, and other 
factors such as occupation, smoking, and diet. The interview may 
take up to e half hour but will be conducted at a time convenient to 
you. You may refuse to answer any questions and may terminate the 
interview or your participation in the study at any time; 

2. Provide two semen samples at a time convenient to you. These may be 
collected In a facility maintained by Kaiser for this study or at 
another location of your choice, provided that the samples are 
delivered Immediately to this facility. One sample will be collected 
each month for the first two months that your wife collects urine 
samples for the same study, and must be collected following at least 
two days of not having sexual relations. These samples will be 
tested for sperm count and quality. They will also be tested for the 
presence of caffeine consumption and for metabolites (chemical 
breakdown products! of cigarette smoking; they will not be used for 
any other testing purposes. At your request, the results of these 
tests will be provided to you and your physician. 
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3. 


Provide on* saliva sample. This soup la will be tested for the 
presence of csffeine consumption and for metabolites of cigarette 
smoking. 

For your participation in this study you will be paid $50.00 at the 
completion of the semen collection schedule. 

All laboratory and interview data will be kept confidential and, to the 
extent permitted by law, will not be made available to others, including 
your physician, without your consent. All information from or about the 
study will be presented in summary form with no participants identified. 

Questions, comments, or complaints, about the study may be presented to the 
principal investigator, Robert A Hiatt, K.D., at (415) 987*4004 or to the 
Institutional Review Board for The Protection of Human Subjects, 'Kaiser 
Foundation Research Institutes, 3S05 Broadway, Oakland, CA 94611, telephone 
(415) 987-3236. 


1 have read the above- and am satisfied with my understanding of the study. 
Its possible benefits, risks, and alternatives. My questions about the 
study have been answered, I hereby voluntarily consent to participate in 
the medical research study as described. I have been offered copies of 
this two page consent form and of Che "Experimental Subject's Bill of 
Rights." 


Signature of Participant 


Date 


Names of Participant, printed Witness (not a physician) 


Signature of Parent/ Date 

Legal Guardian 
(If participant is a minor) 


Robert A. Hiatt, M.D. 
Principal Investigator 


Shanna H. Swan, Ph.D. 
Principal Investigator 


David Rempel, M.D. 
Co-Principal Investigator 
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UNIVERSITY OF CALIFORNIA, SAN FRANCISCO 


BElUUX.e¥ • DAVU • IBVmt • LO€ ANCELZS • tUVOUIBC * SAN DIZCO • SAN rRAN CISCO 



July 25, 1990 


OFFICE OF RESEARCH AFFAIRS 
DIVISION OF CONTRACTS AND GRANTS 
SAN FRANCISCO. CALIFORNIA 94143-0962 
(415) 476-2977 


Mr. Frank Cappell 

Tobacco-Related Disease Research Program 

Office of Health Affairs 

University of California 

Great Western Building, Room 1000A 

2150 Shattuck Avenue 

Berkeley, California 94720 


Dear Sir or Madam: 

The University of California is presenting for your review a request for support of the 
following project: 


PROJECT TITLE-THE RELATIONSHIP OF TOBACCO -EXPOSURE TO ■ SEMES 

BIOMARKERS_ 


PRINCIPAL iNVF-STir.ATDR David Rempel , M.D., MPH 


TYPE OF PROPOSAL 


□ 

□ 

New transfer FROM CAL. PUBLIC HEALTH FDN. 

Renewal of No. 

O-intiniinfinn nf No. 

§ 

□ 

Grant 

Contract 

Fellowship 

Subcontract 

□ 

Supplement to No. 

□ 

□ 

Revision of No. 

□ 

Cooperative 

Agreement 




AMOUNT REQUESTED 

First Budget Period_ 95,306_ 

Total Period_ 186,739 _ 

INDIRECT COST RATE -0- X 

PROJECT PERIOD 

First Budget Period_ 7/1/90 - 6/30/91 _ 

Total Period_ 7/_l/_90_ r 6/30 /92 _ 

Your favorable consideration will be appreciated. If you have questions about this 
proposal please contact Mr. Peter Vishniac at 415 476-8153. 


Sincerely, 

Lorraine M. Petrakis 
Director 



cc: Principal Investigator 
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1990 Application #. 


TOBACCO—RELATED DISEASE RESEARCH PROGRAM 
University of California 

RESEARCH AWARD APPLICATION 


check one: 

[x } New Application 
' [ ] Renewal 


Circle Duration ofmroposed project: 

(1) ( 2 } (3) years 


Amount requested for 
1990-91: 

9S,306 


Title of Research Project (do not exceed 60 spaces) 

The Relationship of Tobacco Exposure to Semen Biomarkers _ 

Principal Investigator: 

David M- Remoel . MD, MPH _ Assistant professor. 

Name (first, last, degree(s>) Position/Title 

Mailing address of Principal Investigator: 

415-821-5200 _ 

Department telephone 

Same _ 

office telephone 

Same 

Message telephone 
415-821-8949 
Fax telephone 


David M. Rempel, MD, MPH 

Building. 30, 5th Floor 

San Francisco General Hospital 

1001 Potrero Avenue 

San Francisco, CA 94110 


ftppl ig?nt-lns.ti tut i?n 

Mailing Address of Official signing for Applicant Organization 


Lorraine Petrakis 


Director 


Name 


Title 

* 

Office of Research Affairs, 

University 

of California 


Address 

San Francisco 

CA 

94143-0962 


City 

State 

Zip Code 
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Co-Investigators (Professional! 


Neal L. Senowitz. M.D. _ 

Name (first, last, degree(s)) 


Professor of Medicine, Psychiatry and Pharmacy and 
Chief. Division of Clinical Pharmacology and Experi- . 

Position/Title mental Therapeutics, 
UCSF 


Mailing address of Co-Investigator: 

415-821-8324 _ . 

Department telephone 

415-821-8324 _ 

Office telephone 

415-821-3123 _ 

Message telephone 

415-821-8949 _ 

Fax telephone 


Building 30, 5th Floor 
San Francisco General Hospital 
1001 Fotrero Avenue 
San Francisco, CA 94110 


Reviews and Approvals 

(A) HumanSubiects 
( ) Does not apply 

(X Approval attached 
( ) Review pending; 

expected date of 
approval_ 


(B) Animal Subjects 
(mo$ Does not apply 
( ) Approval attached 

( j Review pending; 

expected date of 
approve 1_ 


(c> aLgto.z.aras 

(»o9 Does not apply 
( > Approval attache 

( j Review pending; 
expected date of 
approval_ 
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Epidemiologist 

Position/Title 


Co-Investjqators (Professionall 

Laura Fenster, Ph.D. 

Name (first, last, degree(s)) 


Mailing address of Co-Investigator: 

(415) 540-2828 _ 

Department telephone 
(415) 540-2001 
Office telephone 


Message telephone 

' (415) 540-2064 

Fax telephone 


Laura Fenster, Ph.D. 

Reproductive Epidemiology Program 
California Dept, of Health Services 
2151 Berkeley Way, Room 704 
Berkeley, CA 94704 


Rs.yicvg-.and-App.ggy.alg 

(A) Human Subjects 
( ) Does not apply 

( } Approval attached 

( ) Review pending; 

expected date of 
approval_ 


(B) Animal.Swftlccts 
( ) Does not apply 

( ) Approval attached 

( } Review pending; 

expected data of 
approval 


(c) Biohazards 

( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval 
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Co-Investigators (Professional! 

David F. Katz, Ph.D. Bioengineer _ 

Name (first, last, degree(s)) Position/Title 


Mailing address of Co-Investigator: 

Department telephone 

(QT vw-wnu _ 

Office telephone 

fqi6V 752-3858_ 

Message telephone 

(0181 7S7-SAR7 

Fax telephone 


David F. Katz, Ph.D. 

Suber House 

Division of Reporductlve Biology 
U.C. Davis 
Davis, CA 95616 


Rqyi?vg..an<L Approvals 
(A) gagan-gabAagia 

( ) Does not apply 

( } Approval attached 

( ) Review pending; 

expected date of 
approval 


(B) Animal .Sttfrl gets 
( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval 


(c) Biohazards 

( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval_ 
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Biophysicist 

Position/Title 


Co-Inves tigators -/Professional! 

Andrew J. Wyrobek, Ph.D. _ 

Name (first, last, degree(s)) 


Hailing address of Co-Investigator: 


Andrew J. Wyrobek, Ph.D. 
Biomedical Sciences Division 
LLNL, L-452 
P.0. Box 5507 
Livermore, CA 94550 


(415) 422-8361 _ 

Department telephone 

(415) 422-6296 _ 

Office telephone 

Message telephone 

(415) 422-2282 _ 

Fax telephone 


Keyless .and-Apprayals 

(A) Hunan sublcsta 
( ) Does not apply 

{ ) Approval attached 

( ) Review pending; 

expected date of 
approva l 


(B) &DlHal..SHfris,gtg 

( ) Does not apply 

( ) Approval attached 

( } Review pending; 

expected date of 
approval_ 


(c) Btahflzardg 

( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approva l 
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Signature 


Date Kane 


Title 
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University of California 
Tobacco-Related Disease Research Program 

ABSTRACT OF RESEARCH PROPOSAL 

Til- B»t*Hnn<hlp nf Tnharm Exposure ^tnfn Hlnmaikers_:_ 

Title of Research Project (do not exceed 60 spaces) 

na»irfl?>mp l »l l Mn i MPH _. ■■ 

Principal investigator 

-California Eublic Health Eoundaiioa 

Department and Institution 


This is an application to expand an existing study to evaluate the relationship of active and passive smoke 
exposure to semen biomarkers and pregnancy outcome. The relationship between paternal tobacco 
smoke exposure and reproductive outcome is controversial Although existing data are suggestive that 
tobacco smoke is a spermatotoxin, the studies have been flawed by selection bias, exposure 
misclassification and use of nonstandardized and insensitive tests to measure semen parameters and 
identify pregnancy outcomes. 

The Reproductive Epidemiology Program of the California Department of Health Services, in 
cooperation with the California Public Health Foundation, the Kaiser Division of Research, the Division 
of Reproductive Biology of the University of California at Davis and the Division of Biomedical Sciences 
of Lawrence Livermore National Laboratory is currently conducting a prospective study in which semen 
quality will be examined in relation to reproductive outcomes and a number of environmental exposures. 
In this study, 300 'normal* couples who are at risk for pregnancy will be recruited at Kaiser Santa Clara. 
Women will collect daily urine for one year, or until their second missed period, if clinically pregnant. The 
urine will be assayed for hCG. Their male partners will provide two semen samples during the first two 
months of enrollment. In addition, both men and women will complete an extensive baseline interview. 
Sperm motility will be determined by computer motion analysis and sperm morphometry will be 
determined using computer assisted image analysis. 

This application is to expand the aforementioned study to collect detailed information on the mens' 
tobacco smoke exposure and analyze their saliva and semen samples for biomarkers of tobacco smoke • 
exposure. Semen and saliva will be assayed by gas chromatography-mass spectroscopy for cotinine and 
nicotine. The study will determine whether abnormal shifts in the distributions of semen biomarkers 
(concentration, morphometry and motility) are related to objective measures of tobacco smoke exposure. 
The study will also evaluate die relationship of paternal smoke exposure and pregnancy outcome 
(infertility, delay to conception, and early fetal loss). The unique features of this proposal are its use of 
state-of-the-art techniques for evaluation of semen biomarkers and biomarkers of tobacco exposure. In 
addition, no studies to date have prospectively evaluated the combined endpoints of semen biomarkers 
and reproductive outcomes. 

By evaluating the relationship of semen biomarkers to objective measures of exposure to tobacco smoke, 
and controlling for confounders, some insight will be gained into the effect of active and passive tobacco 
smoke exposure on male reproductive function. This proposal also has the potential of clarifying the 
proportion of infertile couples and early fetal loss that can be attributed to paternal tobacco smoke 
-gqpnsnrft___ 
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University of California 
Tobacco-Related Disease Research Program 

ABSTRACT OF RESEARCH PROPOSAL 

_Tho PfflaHnngHIp of Tnhnrra JExpnSltlt fn Sfm»n Rtnmarkprs__ 

Title of Research Project (do not exceed 60 spaces) 

Davirt Rpmncl, M T> , M P H 

Principal Investigator 

_California EllhUc H*»atfh Prmndaffnn_ 

Department and Institution 


This is an application to expand an existing study to evaluate the relationship of active and passive smoke 
exposure to semen biomarkers and pregnancy outcome. The relationship between paternal tobacco 
smoke exposure and reproductive outcome is controversial Although existing data are suggestive that 
tobacco smoke is a spermatotoxin, the studies have been flawed by selection bias, exposure 
misclassification and use of nonstandardized and insensitive tests to measure semen parameters and 
identify pregnancy outcomes. 

The Reproductive Epidemiology Program of the California Department of Health Services, in 
cooperation with the California Public Health Foundation, the Kaiser Division of Research, the Division 
of Reproductive Biology of the University of California at Davis and the Division of Biomedical Sciences 
of Lawrence Livermore National Laboratory is currently conducting a prospective study in which semen 
quality will be examined in relation to reproductive outcomes and a number of environmental exposures. 
In this study, 300 "normal" couples who are at risk for pregnancy will be recruited at Kaiser Santa Clara. 
Women will collect daily urine for one year, or until their second missed period, if clinically pregnant The 
urine will be assayed for hCG. Their male partners will provide two semen samples during the flrst two 
months of enrollment. In addition, both men and women will complete an extensive baseline interview. 
Sperm motility will be determined by computer motion analysis and sperm morphometry will be 
determined using computer assisted image analysis. 

This application is to expand the aforementioned study to collect detailed information on the mens’ 
tobacco smoke exposure and anafyze their saliva and semen samples for biomarkers of tobacco smoke 
exposure. Semen and saliva will be assayed by gas chromatography-mass spectroscopy for cotinine and - 
nicotine. The study will determine whether abnormal shifts in the distributions of semen biomarkers 
(concentration, morphometry and motility) are related to objective measures of tobacco smoke exposure. 
The study will also evaluate the relationship of paternal smoke exposure and pregnancy outcome 
(infertility, delay to conception, and early fetal loss). The unique features of this proposal are its use of 
state-of-the-art techniques for evaluation of semen biomarkers and biomarkers of tobacco exposure. In 
addition, no studies to date have prospectively evaluated the combined endpoints of semen biomarkers 
and reproductive outcomes. 

By evaluating the relationship of semen biomarkers to objective measures of exposure to tobacco smoke, 
and controlling foe confounders, some insight will be gained into the effect of active and passive tobacco 
smoke exposure on male reproductive function. This proposal also has the potential of clarifying the 
proportion of infertile couples and early fetal loss that can be attributed to paternal tobacco smoke 
xxposure._________ 


a 
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R: REDACTED MATERIAL 


University of California 
Tobacco-Related Disease Research Program 

Budget 

Year: »90-9I 


(Please submit a separate budget page for any subsequent years) 


1) Personnel (list all professional and support personnel to be associated with 


the project and paid by the project) 

— 



Name 

Title of % 

Time on 

.Salary 

asngfltg 

Ia£al 


Position Project 

Requested 

REDACTFD 


David Rempel 

Principal Investigator 

25Z 

A ftTJCin . . 


Neal Benowitz 

Lab Dir. (UCSF) 

5Z 


0 

0 

Laura Fenster 

Epidemiologist 

5Z 

0 

0 

0 

David Katz 

Bioengineer (UCD) 

2Z 

0 

0 

0 

Andrew Wyrobek 

Biophysicist (LLL) 

2Z 

0 . 

...0 

0 

TBA (TBH 10/90) 

Staff Rsrch Assoc II 

50Z 


REDACTED 


TBA (TBH 10/90) 

Sr Wordproc Specialist 

25Z 






Total (All Personnel): $_ 

42,825 


2) Supplies and Expenses (list general categories) 

Office supplies 3,300 

GCMS Laboratory Expenses 30,000 
Statistical Consultant 4,000 


3) Equipment 

Computer Equipment 


Total (All Supplies 
and Expenses): 


37,300' 


14,466 


4) Domestic Travel 


Total Equipment: 


14,466 


Total Travel: 


$_715 


Total Requested for This Project Year 
For Project operation: S 95,306 _ 

i 


) 

I 

\ 
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R: REDACTED MATERIAL 


Year: I991 ~ 92 


Onivarsity of California 
Tobacco-Relatad Disease Research Program 

Budget 


1) 


(Please submit a separate budget page for any subsequent years) 

Personnel (list all professional and support personnel to be associated with 
the project and paid by the project) 


Hams 


Title of 


% Time on 



Easl&ifln 

Project 

David Rempel 

Prin Investigator 

25Z 

Neal Benowitz 

Lab Director (UCSF) 

5Z 

Laura Fenster 

Epidemiologist 

5Z 

David Katz 

Bioengineer (UCD) 

2Z 

Andrew Wyrobek 

Biophysicist (LLL) 

2Z 

TBA 

Staff Rsrch Assoc II 

I00Z 

TBA 

Sr Wordproc Spec 

25Z 


Salary 


0 

0 

0 

0 


Benefits 

0 

o 

0 

• ' '0 

Ft 


Total 


0 

0 

0 

0 


Total (All Personnel): $_ 


Rf 


2) Supplies and Expenses (list general categories) 


Office Supplies 2,000 
Computer Supplies 5,439 
Biostatistical Consultant 8,000 


3) Equipment 


Total (All Supplies 

and Expenses): $. 


15,439 


4) Domestic Travel 


Total Equipment: $. 


Total Travel: 


$. 


2,900 


Total Requested for This Project Year 
For Project Operation: S_ 91 »433 
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UNIVERSITY OF CALIFORNIA 
TOBACCO-RELATED DISEASE RESEARCH PROGRAM 

Budget Justification 

Provide justification for each item in the proposed budget. Give 
a brief description of the duties of each person receiving grant 
funds. Give a brief description of the need for all items of 
supplies and equipment, as well as travel and any other expenses 
requested. 


PERSONNEL 

David Rempal/Principal Investigator. Responsible for performance 
of study, study protocol, personnel actions, and will supervise 
data analysis and the preparation of reports and manuscripts. 

Dr. Rempel will be supported at 25%. 

Neal Benowitz/Laboratory Director. Will supervise the analysis 
of biological fluid samples for concentrations of nicotine and 
cotinine. He will also participate in design of the study, 
analysis of the data, and preparation of reports and papers. Dr. 
Benowitz's time will be contributed to the project. 

Laura Fenster/Epidemioiogist. Will participate in questionnaire 
development, and oversee the interviewing process. Will assist 
with report and manuscript preparation. Dr. Fenster's time will 
be contributed to the project. 

David Katz/Bioengineer. Will oversee semen motility analysis and 
assist in report and manuscript preparation. Dr. Katz's time 
will be contributed to the project. 

Andrew Wyrobek/Biophysicist. Will oversee semen morphometry 
analysis and participate in the preparation of reports and 
manuscripts. Dr. Wyrobek's time will be contributed to the 
project. 

Staff Research Associate. He or she will be responsible for 
delivery of saliva and semen samples from Santa Clara, chain of 
custody, and overseeing data entry and quality control. He or 
she will also assist with statistical analysis, and report 
preparation. During the first year the staff research associate 
will work part-time and during the second year full-time, 
primarily on statistical analysis and report preparation. 

Expected salary increases are included in year-02. 

Senior Word Processing Specialist. This person will perform the 
data entry of laboratory results and the questionnaire data. 

Data entry occurs throughout collection and analysis. He or she 
will be involved in report preparation and preparing graphics. 
Expected salary increases are included in year-02. 
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University of California 
Tobacco-Related Disease Research Program 

Biographical Sketch (for each Professional) 


Name Title/Role in this Project 

David Rempel, MD, MPH Physician/Principal Investigator 


Education (begin with baccalaureate and include postdoctoral training) 


Institution and Location 

University of California, San Diego 
University of California, Berkeley 
University of California, San Francisco 


Field of Study 

Degree 

Year 

Biomedical Engineering 

B.A. 

1977 

Epidemiology 

M.P.H. 

1981 

Medicine 

M.D. 

1982 


Professional Experience (begin with present position) 

1983-present Assistant Clinical Professor of Medicine 

Division of Occupational Medicine and Toxicology 
University of California, San Francisco 


1985-1990 Public Health Medical Officer, California 

Occupational Health Program, California 
Department of Health Services, Berkeley. 

1983-1985 Residency in Internal Medicine 

Santa Clara Valley Medical Center, San Jose, CA 


1982-1983 Internship in Internal Medicine 

Kaiser Foundation Hospital, Oakland, CA 


Publications (On an additional page, list in chronological order the 

titles and complete references of all articles published 
during the last 5 years; list all earlier publications that 
are pertinent to this application. (Use no more than one 
complete page for publications.) 
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University of California 
Tobacco-Related Disease Research program' 

Financial Support (for each Professional) 

Year; H90' 

Investigator; navid Rsmpsl, M.D. Tobacco Exposure and Human Semen Biomxrke rs 

Name Title of Project 


List all grants and contracts on which you are named as a participant 
(specify agency, project title, amount, duration, your role in the project, 
and percent of time spent on the project.) 

l. "Sentinel Event Notification System for Occupational Risks", 5336.487/year 
(Centers for Disease Control)!988-1992. Phvsioian/Enidemiolooist, 5* 


2 . 


"Semen Morphometry *nd Pregnancy Outcome", S70.000, 1990-1992 
(JMMMPMMMMI) Principal Investigator. 15%. 


Pending Applications (specify agency, project title, amount, duration, your 
role in the project, and percent of time spent on the project.) 


Non* 


Does your ability to conduct and complete this proposed research depend upon 
the funding or approval of another contract, grant, or award of any kind? 
Please specify. 


NO 
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PUBLICATIONS: 


Blanc PD, Rempel D, Maizlish N, Hiatt P, Olson K. 
Occupational Illness: Case Detection by Poison Control. Ann 
Intern Med, 1989; 111:238-244. 

Rempel D. The Lead-Exposed Worker. JAMA, 1989; 262(4}:532- 
534. (also translated for French issue of JAMA) 

Harrison R, Bellows J, Rempel D, Rudolph L, Kizer K, Jin A, 
Guglielmo J, Bernard B. Assessing Exposures of Health-Care 
Personnel to Aerosols of Ribavirin - California. Morbidity 
and Mortality Weekly Report 1987; 37:560-563. 

Bush R, Schroeckenstein D, Meier-Davis S, Balmes J, and 
Rempel D. Soybean flour asthma: Detection of allergens by 
immunoblotting. J Allergy Clin Immunol 1988; 82:251-5. 

Blanc PD, Rempel D, Maizlish N, Hiatt P, Olson K. 
Occupational Illness and the Poison Control Center: Referral 
Patterns and Service Needs. Western Journal of Medicine, 

1989 (in press). 

Eskenazi B, Wyrobek A, Fenster L, Katz D, Sadler M, Lee J, 
Hudes M, Rempel D: Perchloroethylene Exposure in the Dry 
Cleaning Industry: I. Effect on Semen Quality. Am J Ind 
Med, 1989 (submitted). 

Eskenazi B, Wyrobek A, Fenster L, Katz D, Sadler M, Lee J, 
Hudes M, Rempel D: Perchloroethylene Exposure in the Dry 
Cleaning Industry: II. Effect on Reproductive Outcome. Am J 
Ind Med, 1989 (submitted) . 

Rempel D, Jones J, Atterbury M, Balmes J: Acute Airway 
Function of Shipyard Painters Using Epoxy Paints. Br J.Ind 
Med, 1989 (submitted). 
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■ University of California 
Tobacco-Ralatad Disaasa Research program 


Financial Support (for each Professional) 


Year: 90 

investigator: * eal u BenowiC2 » M - D - 

Name 


The'Relationship of Tobacco Exposure 

to Semen Blotaarkers _ 

Title of Project ~~‘ 


List all grants and contracts on which you are named as a participant 
(specify agency, project title, amount, duration, your role in the project, 
and percent of time spent on the project.) 

NIDA DA02277, "Pharmacokinetics and Pharmacodynamics of Nicotine, $249,452 year 11 direct 
costs; period of support 3/1/79-5/31/9.3; Principal Investigator; 25Z time. 

NCI CA32389, "Nicotine and Tar Intake During Cigarette Smoking", $141,173,97 year direct 
costs; period of support 7/1/82-6/30/90; Principal Investigator; 25Z time. 

NIDA DA01696, "Drug Dependence Clinical Research Program", P.I. of Component 2, "The 
Clinical Pharmacology of Caffeine"; $72,127 year 11 direct costs; period of 
support 2/1/78-2/28/93; 112 time. 

NIDA DA02829, "Cocaine Pharmacokinetics and Pharmacodynamics"; $190,407, 

direct costs; period of support 9/30/87-9/29/90; Co-investlgato^^5?Sae. 


Pending Applications (specify agency, project title, amount, duration, your 
role in the project, and percent of time spent on the project.) 




Does your ability to conduct and complete this proposed research depend upon 
the funding or approval of another contract, grant, or award of any kind? 
Please specify. 

No 
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university of California 
Tobacco-Related Disease Reeeerch Program 

Biographical sketch (for each Professional) 


Weal L. Bcnowica, M.D. _ 

Name Title/Role in this Project 


Education (begin with baccalaureate and include postdoctoral training) 


Institution and Location 

Field of Study 

Degree 

Year 

Rennselaer Polytechnic Institute 

Physics 



Troy, NT 




University of Rochester School of Medicine 

Medicine 

M.D. ... 

1969 


Rochester, NX 


Professional Experience (begin with present position) 


1983—Date 

1987- Date 
1981-87 
1974-81 

1988- 92 


Chief, Division of Clinical Pharmacology and Experimental Therapeutics 
University of California, San Francisco 

Professor, Departments of Hedlcine, Psychiatry and Pharmacy, University 
of California, San Francisco 

Associate Professor, Depts. of Hedicine and Psychiatry, University of 
California, San Francisco 

Assistant Professor of Residents, Depts. of Medicine and Psychiatry, 
University of California, San Francisco 
Pharmacology Study Section (NIH) 


Scientific Editor, 1987 Surgeon General: Report on Smoking and Health: 
Nicotine Addiction 


publications (On an additional page, list in chronological order the 

titles and complete references of all articles published 
during the last 5 years; list all earlier publications that 
are pertinent to this application. (Use no more than one 
complete page for publications.) 
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Publication* 

Benowltz, NX Health and public poHcy Implications of the now yield" cigarette. N. EngL J. 
Med. 320: 1619-1621.1389. 

Benowltz. N.L. and Sharp. D.S. Inverse relation between serum cotinine concentration and 
blood pressure in cigarette smokers. Circulation 80:1309-1312,1989. 

Brown. C.R. and Benowltz. N.L. Caffeine and cigarette smoking: Behavioral, cardiovascular, 
and metabolic Interactions. Pharmacol. Bfochem. Behav. 34:565*570. 1989. 

Benowltz. N.L. Nicotine and smokeless tobacco. CaA Cane. J. for Clinicians. 38:244*247. 1988. 

Benowltz. N.L. Pharmacologic aspects of cigarette smoking and nicotine addiction. N. Engl. J. 
Med.. 319:1318-1330. 1988. 

Jacob. P. m. N.L. Benowltz. J.R. Copeland, M.E. Rtsner. and EJ. Cone. Disposition kinetics of 
nicotine and cotinine enantiomers in rabbits and beagle dogs. J. Pharmaceut. ScL, 877: 
396-400.1988. 

Benowltz. NX.. H. Porchet. L. Shelner and P. Jacob, m. Nicotine absorption and cardiovascular 
effects with smokeless tobacco use: Comparison to cigarettes and nicotine gum. CUn. 
Pharmacol. Ther., 44:23-28, 1988. 

Porchet. H.C.. NX Benowltz and L.B. Shelner. Pharmacodynamic model of tolerance: Applica¬ 
tion to nicotine. J. Pharmacol. Exp. Ther.. 244:231-236. 1988. 

Jacob. P. III. NX Benowltz and A.T. Shulgin. Recent studies of nicotine metabolism In 
humans. PharmacoL Blochem. and Behavior. 30:249-253.1988. 

Porchet. H.C., NX Benowltz. L.B. Shelner and J.R. Copeland. Apparent tolerance to the acute 
effect of nicotine results in part from distribution kinetics. J. Clin. Invest.. 80:1466-1471. 
1987. 

Shulgin. A.T., P. Jacob III. NX Benowltz and D. Lau. Identification and quantitative analysis 
of cotinine-N-oxide in human urine. J. Chromatography. 423:365-372. 1987. 

Lee. BX. NX Benowltz and P. Jacob III. Cigarette abstinence, nicotine gum and theophylline 
disposition. Ann. InL Med.. 106:553-555. 1987. 

Lynch. CJ. and NX Benowltz. Spontaneous brand switching: Consequences for nicotine and. 
carbon monoxide exposure. Am. J. Public Health. 77:1191-1194.1987. 

Benowltz, NX. T. Lake. K.H. Keller and BX Lee. Prolonged absorption with development of 
tolerance to toxic effects following cutaneous exposure to nicotine. CUn. Pharmacol. Ther.. 
42:119-120. 1987. 

Benowltz. NX. P. Jacob in and C. SavanapridL Determinants of nicotine Intake while chewing 
nicotine polacrilex gum. CUn. Pharmacol. Ther.. 41:467-473.1987. 

Lee. BX. NX Benowltz and P. Jacob IB. Influence of tobacco abstinence on the disposition 
kinetics and effects of nicotine. Clin. PharmacoL Ther.. 41:474-478. 1987. 

Gori. G.B.. N.L. Benowltz and C -J. Lynch. Mouth versus deep airways absorption of nicotine In 
cigarette smokers. PharmacoL Blochem. Behavior. 25:1181-1184, 1986. 

Benowltz. NX. R.T. Jones, and P. Jacob III. Additive cardiovascular effects of nicotine and 
ethanoL CUn. PharmacoL Ther.. 40:420-424,1986. 

Benowltz. NX. P. Jacob HI. L. Kozlowskl and L. Yu. Influence of smoking fewer cigarettes on 
exposure to tar. nicotine, and carbon monoxide. New EngL J. Med.. 314:1310-1313.1986. 

Jacob. P.. III. NX Benowltz. L. Yu. and A.T. Shulgin. Determination of nicotine N-oxlde by gas 
chromatography following thermal conversion to 2-methyl-6-{3-pyrtdyl)-tetrahydro-1.2- 
oxazlne. Analytical Chemistry. 58:2218-2221.1986. 

Benowltz. NX, P. Jacob. L. Yu. and R. Talcott. Reduced tar, nicotine and carbon monoxide expo¬ 
sure whUe smoking low and ultra-low yield cigarettes. JAMA. 256:241-246. 1986. 

Benowltz. NX Clinical pharmacology of nicotine. Ann. Review of Medicine, VoL 37. edited by 
W.P. Creger. Palo Alto. CA: Annual Reviews. Inc.. 1986. pp. 21-32. 

Hall. S.M.. C. Tuns tall. D. Rugg, R.T. Jones and N. Benowltz. Nicotine gum and behavioral treat¬ 
ment In smoking cessation. J. Consult Clin. Psychol. 53: 256-258. 1985. 

Benowltz. N.L, and P. Jacob III. Nicotine renal excretion rate Influences nicotine intake during 
cigarette smoking. J. PharmacoL Exp. Ther. 234:153-155. 1985. 

Participants: N. Benowltz, M. Felnleib. C. Feyerbend. eta I . Is there a future for lower-tar-yleld 
cigarettes? Lancet November 16: 1111-1114. 1985. 
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SUPPLIES AND EXPENSES 


Laboratory Expenses. Laboratory analysis of 300 saliva and 300 
semen samples. The cost per assay is $50 for GC-MS. These costs 
include expenses for technician time, supplies, columns and 
gases, and maintenance of analytical equipment. The charge is 
standard for all collaborative research. 

General Office Expenses. 

Supplies. Laboratory supplies include containers, labels and 
reference materials. Computer supplies include paper, copy, 
slides, magnetic storage media, and other office expenses. 

Consultant. A biostatistician will be identified to consult on 
data analysis. 


EQUIPMENT 

Computer and Software. Will include 80486 CPU and 80386 CPU with 
math coprocessor, 8MB RAM, 150MB ESDI hard disk with controller, 
40MB cartridge disk backup, 5 1/4“ and 3 1/2“ floppy drives, 2400 
baud modem, and EGRET statistical package. Required for 
performing all data analysis without using a mainframe. Allows 
increased use of exploratory analysis through interactive use. A 
very large number of covariates are expected for each subject and 
a system of this power is required in order to do model selection 
and multivariate analysis. The algorithms that will be used are 
computationally intensive. Floppy drives and modem are required 
to distribute data to all co-investigators (UCD, UCSF, CDHS, 

LLNL). A printer is also required. Also includes IBM compatible 
CPU for data entry. Adequate data security is provided with 
back-up disk drive. 

Domestic Travel. Travel for the research associate to transport 
samples monthly from Santa Clara to San Francisco (130 miles 
round trip 0 $0.25/mile for 22 trips (2 per month) * $715) and 
between Berkeley and San Francisco (60 miles round trip 0 
$0.25/mile for 20 trips = $300). Travel for investigators to 
present the results of this investigation at two domestic 
conferences ($1,300 per conference). 


REMPEL.JUS (GRANTS 1) 
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University of California 
Tobacco-Related Disease Research program 


Financial Support (for each Professional) 


Year: 1990 

Investigator; T^m-a Fenster. Ph.D. _ Tobacco Exposure and Human Semen Biomarker3 

Name Title of Project 


List all grants and contracts on which you are named as a participant 
(specify agency, project title, amount, duration, your role in the project, 
and percent of time spent on the project.) 

none 


Pending Applications (specify agency, project title, amount, duration, your 
role in the project, and percent of time spent on the project.) 


none 


Does your ability to conduct and complete this proposed research depend upon 
the funding or approval of another contract, grant, or award of any kind? 
Please specify. 


no 
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co-investigators ( Professional) 


Heal L. Benowitz. M.D. _ 

Name (first, last, degree(s)) 


Professor of Medicine, Psychiatry and Pharmacy and 
Chief. Division of Clinical Pharmacology and Experi- 

Position/Title mental Therapeutics, 
UCSF 


Mailing address of Co-Investigator: 

415-821-8324 _ . 

Department telephone 

415-821-8324 _ 

Office telephone 

415-821-3125 _ 

Message telephone 

415-821-8949 _ 

Fax telephone 


Building 30, 5th Floor 

San Francisco General Hospital 

1001 Potrero Avenue 

San Francisco, CA 94110 


Reviews and Approvals 

(A} Human Subjects 
( ) Does not apply 

Gocx) Approval attached 
( ) Review pending; 

expected date of 
approval_ 


fBl Animal Subjects 
(jaa$ Does not apply 
( ) Approval attached 

( .) Review pending; 

expected date of 
approval_ 


(C) Biohazards 

Does not apply 
( ) Approval attache 

( > Review pending; 

expected date of 
approval_ 


RECEIVEO 
MAR U 1 1990 
Afls’i. 
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Epidemiologist 

Position/Title 


Co-Investigators (ProfessionalV 

_ Laura Fenster, Ph.D. _ 

Name (first, last, degree(s)) 


Hailing address of Co-Investigator: 

(415) 540-2828 _ 

Department telephone 
(415) 540-2001 
Office telephone 


Message telephone 

( 415) 540-2064 

Fax telephone 


Laura Fenster, Ph.D. 

Reproductive Epidemiology Program 
California Dept, of Health Services 
2151 Berkeley Way, Room 704 
Berkeley, CA 94704 


Reviews and Approvals 

(A) Man,-Selects 
( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval_ 


(B) Animal Subjects 
( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approva1_ 


(c) Biohazards 

( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval_ 
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Co—Investigators (ProfesslonalT 

Jack Gerson, B.S., M-.S., M.P.H. 


Biostatistician 


Name (first, last, degree(s)) 


Position/Title 


Mailing address of Co-Investigator: 


Jack Gerson 

California Dept, of Health Services 
Reproductive Epidemiology Program 
2151 Berkeley Way, Room 704 
Berkeley, CA 94704 


(415) 540-2828 _ 

Department telephone 
(415) 540-2758 

Office telephone 
(415) 540-2758 

Message telephone 

(415) 540-2064 _ 

Fax telephone 


Reviews and Approvals 

(A) H»jwan-5a.biect.5 
( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval_ 


fBl Animal Subjects 
( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval_ 


(C) Biohazards 

( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval_ 
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sfettf 


Co<-Investiaators fProfessional ) 

David F. Katz, Ph.D. Bioengineer _ 

Name (first, last, degree(s)) Position/Title 


Hailing address of Co-Investigator: 


Department telephone 

£2 m 752-3304 _ 

Office telephone 

r<?16> 752-385B _ 

Message telephone 

C21&1 252=5681 _ 

Fax telephone 


David F. Katz, Ph.D. 

Suber House 

Division of Reporductive Biology 
U.C. Davis 
Davis, CA 95616 


Reviews and -Approvals 

(A) Homan Subjects 
( } Does not apply 

( ) Approval attached 

( } Review pending; 

expected date of 
approva1_ 


fB) Animal Subjects 
( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval_ 


(C) Biohazards 

( ) Does not apply 

( ) Approval attached 

( } Review pending; 

expected date of 
approval_ 
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Co-Investiaators ( Professional! 

Andrew 1. Wyrobek, Ph.D. _ Biophysicist 

Name (first, last, degree(s)) Position/Title 


Hailing address of Co-Investigator: 


Andrew J. Wyrobek, Ph.D. 
Biomedical Sciences Division. 
LLNL, L-452 
P.0. Box 5507 
Livermore, CA 94550 


(415) 422-8361 _ 

Department telephone 

(415) 422-6296 _ 

Office telephone 


Message telephone 

(415) 422-2282 

Fax telephone 


Reviews and Approvals 

(A) Human Subjects 
( ) Does not apply 

( > Approval attached 

( ) Review pending; 

expected date of 
approva1_ 


fB) Animal Subjects 
( ) Does not apply 

( ) Approval attached 

( ) Review pending; 

expected date of 
approval 


(c> Biflhaaaraa 

( ) Does not apply 

{ ) Approval attached 

( ) Review pending; 

expected date of 
approval_ 


6 


Source: https://www.industrydocuments.ucsf.edu/docs/spmmOOOO 


2025794471 



rerificationa: 


University of California 
Tobacco-Related Disease Research Program 


CA) Applicant: 

£ verify that the information that I have provided in this application is correct 
md complete. If given an award, I will abide by all relevant policies and 
crocedures of the University of California Tobacco-Related Disease Research 
Program, including the provision of required progress reports and other project- 
related reports. 

H mo _ 

signature 0 Date J 1 


(B) Contracts and Grants/Authorized Fiscal Official: 


£ certify that the statements made herein are true and complete to the best of my 
knowledge and I accept the obligation to comply with the relevant terms and 
conditions of the grant as established by the Tobacco-Related Disease Research 
Program. 


l&bit- 


(/ l — 2 / z.ll% 


Signature 


Date 


Paula Taubman 
Name 


peputy Director 
Title 
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R: REDACTED MATERIAL 


Year: 1-990-1991 


University of California 
Tobacco-Related Disease Research Program 

Budget 


(Please 

submit a separate budget page 

for any -subsequent years) 


1) Personnel 

(list all professional and support personnel 

to be associated wit! 

the project and paid by the project) 




Name 

Title of 

% Time on 

Salary 

Benefits- 

Tota: 


Milisa 

Eroject 

Recruested 


David Rempel 

Res. Director 

52 

$0 

$0 

$0 

Neal Benowitz 

Lab Dir. (UCSF) 

5 1 

Included in subcontract below 


Laura Fenster 

Epidemiologist 

51 

$0 - - 

$0 

$0 

Jack Gerson 

BiostaCistician 

51 

$0 

$o,. 

$0 

David Katz 

Bioengineer (UCD) 

22 

$0 

$0 

$0 

Andrew Wyrobek 

TBA 

Biophysicist (LLL) 
Res. Associate 

22 

502 

$0 


$0 

TBA 

Wordproc. Tech. 

252 


Redacted 


Total (All Personnel): $_ 




2) Supplies and Expenses (list general categories) 

$38,111 
$ 6,300 
$ 1,000 __ 

$ 2,000 

Total (All Supplies 

and Expenses): S 47,411 


3) Equipment 


Subcontract (UC San Francisco) 

Office expense. Including space rental 
Laboratory supplies 
Statistical analysis software 


Computer equipment 


$ 11,000 


4) Domestic Travel 
Domestic Travel 


Total Equipment: S 11,000 


$ 715 


Total Travel: 


$ 715 


Total Direct Costs: $82,265 

Indirect (? 19.52: MTDC $11,340 


Total Requested for This Project Year 
For Project operation: S 93,605 _ 
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R: REDACTED MATERIAL 




University of Ciliforaia 
Tobacco-Related Disease Research Program 

Budget 

Year: 1991-1992 - - 


. (Please submit a separate budget page for any subsequent years) 

1) Personnel (list all professional and support personnel tc be associated wit) 
the project and' paid by the project) 


Name 

Title of 
Position 

* Time on 
Pro"i ect 

Salary 

Requested 

Benefits 

Tota: 

David Rempel 

Res. Director 

SZ 

$0 

SO 

SO 

Neal Benowitz 

Lab Dir. (UCSF) 

5Z 

Included in subco; 

•tract below 


Laura Fenster 

Epidemiologist 

57r 

SO 

SO 

so 

Jack Gerson 

Bioscatiscician 

5* 

$0 

so;. 

SO 

David Katz 

Bioengineer (UCD) 

2* 

SO 

SO ' 

S0‘ 

Andrew Wyrobek 

TBA 

Biophysicist (LLL) 
Res. Associate 

•> 

100Z 

so 

SO 

so 

TEA 

Wordproc. Tech. 

50Z 

. - REDACTED 

ftEDAC' 

Total ("All Personnel!: S 

2) Supplies 

and Expenses (list 

general categories) 




Subcontract (UCSF) $ 8,516 
Office supplies expense, including space rental 513,230 
Computer supplies 5 2,000 


3) Equipment 


Total (All Supplies 

and Expenses): S 23.746 


None 


Total Equipment: S_0 

4) Domestic Travel 
domestic Travel $2,900 


Total Travel: S 2,900 


Total Direct Costs: $77,289 

Indirect @ 19.52: KTDC $15,071 


Total Requested, for This Project Year 
For Project Operation: S 92.360 _ 


20 


Source: https://www.industrvdocuments.ucsf.edu/d ocs/s p mmOOOO 


2025794474 



University o t CeliCornie 
Tobacco—Related Disease Research Program 


Budget Justification 

Provide justification for each item in the proposed budget. Give a brief 
description of the duties of each person receiving grant funds. Give a brief 
description of the need for all items of supplies and equipment, as well as 
travel and any other expenses requested. 

Personnel: 

David Rem pel /Research Director. Currently has oversight of the Men’s Reproductive Health Study and will have overall 
responsibility for this extension to the project. Responsible for study protocol, development of questionnaires, personnel actions, 
and will participate in and supervise the preparation of reports and manuscripts. Dr. Rempel’s time will be contributed to the 
project 

Neal Benovritz/Laboratory Director. Will supervise the analysis of biological fluid samples for concentrations of nicotine and 
cotinine. He will also participate in design of the study, analysis of the data, and preparation of reports and papers. Dr. 
Benowitz’s time will be supported through a subcontract with UC San Francisco (see below). 

Laura Feuster/EpidemiologlsL Will participate in questionnaire development and oversee the interviewing process. Will assist 
with report and manuscript preparation. Dr.Fenster’s time will be contributed to the project 

Jack Gcrsoa/Blostatlsttclaa. Will supervise the quality control of data entry and statistical analysis. Will assist in the preparation 
of reports and manuscripts. His time will be contributed to the project 

David Katz/Bloenglneer. Will oversee semen motility analysis and assist in report and manuscript preparation. Dr. Katz 1 time 
will be contributed to the project 

Andrew Wyrobek/Biophysicist Will oversee semen morphometry analysis and participate in the preparation of reports and 
manuscripts. Dr. Wyrobck’s time will be contributed to the project 

Research Associate. The research associate will work out of the Department of Health Services offices in Berkeley. He or she 
will be responsible for delivery of saliva and semen samples from Santa Clara, chain of custody, and overseeing data entry and 
quality controL He or she will also assist with statistical analysis, and report preparation. During the first year the research 
associate will work part-time and during the second year full-time, primarily on statistical analysis and report preparation. 
Expected salary increases (cost of living, merit) are included in year-02. 

Wordprocessor Technician. This person will perform the data entry of laboratory results and the questionnaire data. Data entiy 
occurs throughout collection and analysis. He or she will be involved in report preparation and preparing graphics. Expected 
salary increases are included in year-02. 


Supplies and Expenses: 

Subcontract to UC San Francisco. Laboratory analysis of 300 saliva and 300 semen samples. The cost per assay is $50 for GC- 
MS. These costs include expenses for technician time, supplies, columns and gases, and maintenance of analytical equipment. 
The charge is standard for all collaborative research. In addition, $8,111 is included as salary and fringe benefits for Dr. 
Bcnowitz’s time on the project in the first year, and $8,516 in the second. 

General office expenses and space. Cost is based on California Department of Health Services guidelines per FTE and only 
applies to funded positions. Calculations are based on 0.75 FTE for year 1 and 1.5 FTE for year 2, with a 5% increase for year- 
02 . 

Supplies. Laboratory supplies includes containers, labels and reference materials. Computer supplies include paper, copy, slides,— 
magnetic storage media. 

Statistical analysis software. The EGRET statistical package is described below. 
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Budget Justification (continued) 


Equipment; 

Computer and Software. Will include 80486 CPU with math coprocessor,. 8 MB RAM, 150 MB ESDI hard disk with controller, 
40 MB cartridge disk backup, 51/4* and 31/2" floppy drives, 2400 baud modem, and EGRET statistical package. Required for 
performing all data analysis without using a mainframe. Allows increased use of exploratory analysis through interactive use. A 
very large number of covariates are expected for each subject and a system of this power is required in order to do model selection 
and multivariate analysis. The algorithms that will be used are computationally intensive. Floppy drives and modem are required 
to distribute data to all co-investigators (UCD, UCSF, COHS, LLNL). Adequate data security is provided with back-up disk drive. 

Domestic Travel. Travel for the research associate to transport samples monthly from Santa Clara to San Francisco (130 mfles 
round trip @ $0.25/milc for 22 trips (2 per month) « $715) and between Berkeley and San Frandsco (60 miles round trip @ 
$0.25/mile for 20 trips * $300). Travel for investigators to present the results of this investigation at two domestic conferences 
($1,300 per conference). 

Indirect Costs: Indirect costs are calculated at 19.5% MTDC. 
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University of California 
Tobacco-Related Disease Research Program 

Biographical sketch (for each Professional) 


Name Title/Role in this. Project 

David Rsmpel, M.D. _Physician/Principal Investigator 


education (begin with baccalaureate and include postdoctoral training) 


Institution and Location 

Field of Study 

Degree 

Year 

University of California, 

San Diego 

Biomedical Engineering 

B.A. 

1977 

University of California, 

Berkeley 

Epidemiology 

M.P.H. 

1981 

University of California, 

San Francisco 

Medicine 

M.D. 

1982 


Professional Experience (begin with present position) 

1985 - present Public Health Medical Officer, California 

Occupational Health Program, California 
Department of Health Services, Berkeley. 


1985 - present Assistant Clinical Professor of Medicine, 

Division of Occupational and Environmental Health 
University of California at San Francisco 


1983 - 1985 


Residency in Internal Medicine, Santa Clara 
Valley Medical Center, San Jose, CA 


1982 - 1983 


Internship in Internal Medicine, Kaiser 
Foundation Hospital, Oakland, CA 


Publications (On an additional page, list in chronological order the 

titles and complete references of all articles published 
during the last 5 years; list all earlier publications that 
are pertinent to this application. (Use no more than one 
complete page for publications.) 
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PUBLICATIONS S 


Blanc PD, Rempel D, Maizlish N, Hiatt P, Olson K. 
Occupational Illness: Case Detection by Poison Control. Ann 
Intern Med, 1989? 111:238-244. . .. 

Rempel D. The Lead-Exposed Worker. JAMA, 1989; 262(4):532- 
534. (also translated for French issue of JAMA) 

Harrison R, Bellows J, Rempel D, Rudolph L, Kizer K, Jin A, 
Guglielmo J, Bernard B. Assessing Exposures of Health-Care 
Personnel to Aerosols of Ribavirin - California. Morbidity 
and Mortality Weekly Report 1987? 37:560-563. 

Bush R, Schroeckenstein D, Meier-Davis S, Balmes J, and 
Rempel D. Soybean flour asthma: Detection of allergens by',', 
immunoblotting. J Allergy Clin Immunol 1988; 82:251-5. 

Blanc PD, Rempel D, Maizlish N, Hiatt P, Olson K. 
Occupational Illness and the Poison Control Center: Referral 
Patterns and Service Needs. Western Journal of Medicine, 

1989 (in press). 

Eskenazi B, Wyrobek A, Fenster L, Katz D, Sadler M, Lee J, 
Hudes M, Rempel D: Perchloroethylene Exposure in the Dry 
cleaning Industry: I. Effect on Semen Quality. Am J Ind 
Med, 1989 (submitted). 

Eskenazi B, Wyrobek A, Fenster L, Katz D, Sadler M, Lee J, 
Hudes M, Rempel D: Perchloroethylene Exposure in the Dry 
Cleaning Industry: II. Effect on Reproductive Outcome. Am J 
Ind Med, 1989 (submitted). 

Rempel D, Jones J, Atterbury M, Balmes J: Acute Airway 
Function of Shipyard Painters Using Epoxy Paints. Br J Ind 
Med, 1989 (submitted). 
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Univarsity of California 
Tobacco-Related Disease Researcb Program 

Biographical Sketch (for each Professional) 


Hea l L. Benowitz, M.D. _ 

N am e Title/Role in this Project 


Education * (begin with baccalaureate and include postdoctoral training) 


Institution and Location 

Rennselaer Polytechnic Institute 

Troy, NY 

.Field of Study 
Physics 

Degree 

Year 

University of Rochester School of Medicine 
Rochester, NY 

Medicine 

M.D. 

1969 


Professional Experience (begin with present position) 


1983-Date 

1987-Date 


1981-87 


1974-81 

1988-92 


Chief, Division of Clinical Pharmacology and Experimental Therapeutics 
University of California, San Francisco 

Professor, Departments of Medicine, Psychiatry and Pharmacy, University 
of California, San Francisco 

Associate Professor, Depts. of Medicine and Psychiatry, University of 
California, San Francisco 

Assistant Professor of Residents, Depts. of Medicine and Psychiatry, 
University of California, San Francisco 
Pharmacology Study Section (NIH) 


Scientific Editor, 1987 Surgeon General: Report on Smoking and Health: 
Nicotine Addiction 


Publications (On an additional page, list in chronological order the 

titles and complete references of all articles published 
during the last 5 years; list all earlier publications that 
are pertinent to this application. (Use no more than cne 
complete page for publications.) 
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Publications 


Benowitz, N.L. Health and public policy Implications of the‘low yield" cigarette. N. Engl. J. 
Med. 320. 1619-1621. 1989. 

Benowitz. N.L. and Sharp. O.S. Inverse relation between serum cotlnine concentration and 
blood pressure In cigarette smokers. Circulation 80:1309-1312.1969. 

Brown. C.R and Benowitz, N.L. Caffeine and cigarette smoking: Behavioral, cardiovascular, 
and metabolic interactions. PhannaeoL Biochem. Behav. 34:565-570. 1989. 

Benowitz, N.L. Nicotine and smokeless tobacco. CaA Cane. J. for Clinicians. 38:244-247.1988. 

Benowitz. N.L. Pharmacologic aspects of cigarette smoking and nicotine addiction. N. Engl. J. 
Med.. 319:1318-1330.1988. 

Jacob. P. III. N.L. Benowitz. J.R Copeland, M.E. Rlsner. and EJ. Cone. Disposition kinetics of 
nicotine and cotlnine enantiomers in rabbits and beagle dogs. J. Phannaceut. ScL. 877: 
396-400. 198a 

Benowitz. NX.. H. Porchet. L. Sheiner and P. Jacob, in. Nicotine absorption and cardiovascular 
effects with smokeless tobacco use: Comparison to cigarettes and nicotine gum. Clin. 
Pharmacol. Ther.. 44:23-28. 1988. 

Porchet. H.C.. NX. Benowitz and L.B. Sheiner. Pharmacodynamic model of tolerance: Applica¬ 
tion to nicotine. J. Pharmacol. Exp. Ther., 244:231-236, 1988. 

Jacob. P. III. N.L. Benowitz and A.T. Shulgln. Recent studies of nicotine metabolism in . 
humans. PhaxmacoL Biochem. and Behavior. 30:249-253. 1988. 

Porchet. H.C.. N.L. Benowitz. L.B. Sheiner and J.R Copeland. Apparent tolerance to the acute 
effect of nicotine results In part from distribution kinetics. J. Clin. Invest.. 80:1466-1471. 
1987. 

Shulgln. A.T., P. Jacob Cl. N.L. Benowitz and D. Lau. Identification and quantitative analysis 
of cotlnine-N-oxlde In human urine. J. Chromatography, 423:365-372. 1987. 

Lee. B.L.. N.L. Benowitz and P. Jacob III. Cigarette abstinence, nicotine gum and theophylline 
disposition. Ann. Int. Med.. 106:553-555,1987. 

Lynch. C^J. and N.L. Benowitz. Spontaneous brand switching: Consequences for nicotine and 
carbon monoxide exposure. Am. J. Public Health. 77:1191-1194.1987. 

Benowitz. N.L., T. Lake. K.H. Keller and B.L. Lee. Prolonged absorption with development of 
tolerance to toxic effects following cutaneous exposure to nicotine. Clin. Pharmacol. Ther.. 
42:119-120. 1987. 

Benowitz. N.L.. P. Jacob in and C. SavanapridL Determinants of nicotine Intake while chewing 
nicotine polacrflex gum. Clin. Pharmacol. Ther., 41:467-473. 1987. 

Lee. B.L., N.L. Benowitz and P. Jacob Iff. Influence of tobacco abstinence on the disposition 
kinetics and effects of nicotine. Clin. Pharmacol. Ther.. 41:474-478. 1987. 

Gori. G.B., N.L. Benowitz and C-J. Lynch. Mouth versus deep airways absorption of nicotine In 
cigarette smokers. PharmacoL Biochem. Behavior, 25:1181-L184.1986. 

Benowitz. N.L.. RT. Jones, and P- Jacob III. Additive cardiovascular effects of nicotine and 
ethanoL Clin. PharmacoL Ther.. 40:420-424,1986. 

Benowitz. NX.. P. Jacob Iff. L. Kozlowski and X Yu. Influence of smoking fewer cigarettes on 
exposure to tar, nicotine, and carbon monoxide. New Engl J. Med.. 314:1310-1313.1986. 

Jacob. P.. HI. N.L. Benowitz, L. Yu, and A.T. Shulgln. Determination of nicotine N-oxide by gas 
chromatography following thermal conversion to 2-methyl-6-(3-pyridyl)-tetrahydro-l,2- 
oxazine. Analytical Chemistry, 58:2218-2221.1986. 

Benowitz. NX.. P. Jacob. L. Yu, and R TalcotL Reduced tar. nicotine and carbon monoxide expo¬ 
sure while smoking low and ultra-low yield cigarettes. JAMA, 256:241-246, 1986. 

Benowitz. NX. Clinical pharmacology of nicotine. Ann. Review of Medicine, Vol 37. edited by 
W.P. Creger. Palo Alto, CA: Annual Reviews, Inc., 1986, pp. 21-32. 

Hall, S.M., C. Tunstall. D. Rugg, RT. Jones and N. Benowitz. Nicotine gum and behavioral treat¬ 
ment in smoking cessation. J. Consult Clin. Psychol 53: 256-258, 1985. 

Benowitz. NX. and P. Jacob Iff. Nicotine renal excretion rate Influences nicotine Intake during 
cigarette smoking. J. Pharmacol. Exp. Ther. 234:153-155, 1985. 

Participants: N. Benowitz. M. Felnlelb. C. Feyerbend. etal . Is there a future for Iower-tar-yield 
cigarettes? Lancet November 16: 1111-1114. 1985. 
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University of California 
Tobacco-Related Disease Research program 


Financial Support (for each Professional) 


Year: 1990 

Tnwsfciaatori T^nra Ffrnst-.gr. Ph.D. _ Tobacco Exposure and Human Semen Biomarkers 

Name Title of Project 


List all grants and contracts on which you are named as a participant 
(specify agency, project title, amount, duration, your role in the project, 
and percent of time spent on the project.) 

none 


Pending Applications (specify agency, project title, amount, duration, your 
role in the project, and percent of time spent on the project.) 


none 


Does your ability to conduct and complete this proposed research depend upon 
the funding or approval of another contract, grant, or award of any kind? 
Please specify. 


no 
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Onivarsity of California 
Tobacco-Ralated Disease Research Program 

Biographical Skatch (for aach Professional) 


Name 

LAURA. FENSTER, Ph.D. 


Title/Role in this Project 
Epidemiologist 


Education ' (begin with baccalaureate and include postdoctoral training) 


Institution and Location 


Field of Study 


Degree Year 


University of Michigan, Ann Arbor, Michigan 
University of California-Berkeley, California 
University of Callforaia-Berkeley, California 


Psychology 
Health Education 
Epidemiology 


B.A. 1975 
M-P.H. 1978 
Ph.D. 1986 


Professional Experience (begin with present position) 

10/88 to presen t Epidemiologist for the Reproductive Epidemiology Program in the 
Epidemiological Studies Section, California Department of Health Services. 

6/86 to 10/88 Epidemiologist on contract for the Health Assessment and Surveillance 
Unit in the Epidemiological Studies and Surveillance Section, California 
Department of Health Services 

9/87 to i/88 C<? -Research. Pirgct<?r_ and.,Consulting, EBjMaalfllflglat for the grant 

entitled "Effects of Perchloroethylene Exposure on Male Reproduction”. Wrote 
grant in conjunction with Co-Research Director which received support from 
March of Dimes. 

9/85 to 9/87 Epidemiologist for the Child Growth and Development Study (PRES II) 
funded by the Public Health Service. 


Publications (On an additional page, list in chronological order the 

titles and complete, references of all articles published 
during the last 5 years; list all earlier publications that 
are pertinent to this application. (Use no more than one 
complete page for publications.) 

See next page. 
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PUBLICATIONS 


1. Fenster L., Coye M.J. Birthweight of infancs born to hlspanic women 

employed in agriculture. Archives of Environmental Health. January- 

February Issue, 1990. 

2. Wrensch M.R. , Swan S.H., Lipscomb J. ( Epstein D., Fenster L., et al. 
Pregnancy outcomes in women potentially exposed to solvent-contaminated 
drinking water in San Jose, California. American Journal of 
Epidemiology 1990; 131:283-300. 

3. Eskenazi B., Wyrobek A.J., Fenster L., et al. Perchloroethylene 
exposure in the dry cleaning industry: I. Effect on semen quality. In 
review. 

4. Eskenazi B., Fenster L., Hudes M., et al. Perchloroethylene exposure, in 
the dry cleaning industry: II. Effect on reproductive outcome. '-.In 
review. 

3. Fenster L., Wyrobek A.J., Eskenazi B., et al. Association of semen 
quality with cigarette smoking, alcohol consumption, caffeine 

consumption, and occupational exposure to heat. To be submitted. 

6. Fenster L., Swan S.H., Windham G.C., et al. Assessment of recall 

consistency in a case-control study of spontaneous abortions. In 
review. 

7. Fenster L., Windham G.C., Swan S.H. „ et al. Tap or bottled water 

consumption and spontaneous abortion in a case-control study of recall 
consistency. In review. 

8. Fenster L., Eskenazi B., Windham G.C., et al. Association of caffeine 
consumption during pregnancy and spontaneous abortion. In review. 

9. Windham G.C., Fenster L., Swan S.H., et al. Use of video display 

terminals during pregnancy and the risk of spontaneous abortion or low 
birthweight. In review. 

10. Windham G.C., Swan S.H., Fenster L., et al. Tap or bottled water 

consumption and spontaneous abortion. To be submitted. 

11. Lipscomb J., Fenster L., Wrensch M., et al. Pregnancy outcomes in women 
potentially exposed to occupational solvents and women working in the 
electronics Industry. To be submitted. 

12. Windham G.C., Shusterman D., Swan S.H., Fenster L., Eskenazi B. 
Occupational exposure to solvents during pregnancy and the risk of 
spontaneous abortion. To be submitted. 
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university of California 
Tobacco-Related Disease Research program 


Financial Support (for each Professional) 


Year: loon 

Investigator :_ Jack R. Gerson 

Name 


Tobacco Exposure & Human Semen Biomark ers 
Title of Project 


List all grants and contracts on which you are namted as a participant 
(specify agency, project title, amount, duration, your role in the project, 
and percent of time spent on the project.} 


'"Semen Morphometry and Pregnancy Outcome", 
1990-1992, Biostatistician, 12Z. 


$70,000 


Pending Applications (specify agency, project title, amount, duration, your 
role in the project, and percent of time spent on the project.) 

None 


Does your ability to conduct and complete this proposed research depend upon 
the funding or approval of another contract, grant, or award of any kind? 
Please specify. 

No 
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Univarsity o t California 
Tobacco-Related Disease Research Program 

Biographical Sketch (for each Professional) 


Name 

Jack R. Gerson 


Title/Role in this Project 

Biostatistician 


Education (begin with baccalaureate and include postdoctoral training) 


Institution and Location 

Brooklyn College, Brooklyn, NY 
Stanford Un'.versity, Stanford, CA 
Univ. of Ca. ifornia, Berkeley, CA 
Univ. of California, Berkeley, CA 


Field of Study 


Degree Year 


Mathematics 

B,S. 

Mathematics 

M.S. 

Public Health/Biostatistics 

M.P.H. 

Biostatistics 

Ph.D. 


1967 

1969 

1988 

In Progress 


Professional Experience (begin with present position) 

California Dept, of Health Services, Biostatistician IV, June 1988 - Present 
Hewlett-Packard Company, Cupertino, CA, Senior Software Engineer, May 1986 - May 1988 
U.C. Berkeley, Teaching Assistant, August 1985 - May 1986 

Lawrence Berkeley Labs, Staff Scientist (Biomedicine Division), July 1984 - July 1985 


Publications (On an additional page, list in chronological order the 

titles and complete references of all articles published 
during the last 5 years? list all earlier publications that 
are pertinent to this application. (Use no more than one 
complete page for publications.) 


None 
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University of California 
Tobacco-Related Disease Research program 


Financial Support (for each Professional) 

Yeari_ 122Q 

Investigator:_ David F. Katz- Ph-D._Tobacco. Exposure and Human Semen Rioma rtct 

Name Title of Project 


List all grants and contracts on which you are named as a participant 
(specify agency, project title, amount, duration, your role in the project, 
and percent of time spent on the project.) 

NTH (ES03614) "Methods for Assessment of Environmental Hazards to Male Fertility", $500,000, 
1990-1995, Principal Investigator, 152. 

Agency for International Development "Properties of Cervical Mucous Which Regulates its 
Interaction with Sperm", $120,000, 1990-1992, Principal Investigator, 52. 

NIEHS Program Project (ES04699), "Biomarkers of Hazard to Human Health", $450,000, 1987-1992, 
Principal Investigator of Project 8, 102. 


Pending Applications (specify agency, project title, amount, duration, your 
role in the project, and percent of time spent on the project.) 

None 


Does your ability to conduct and complete this proposed research depend upon 
the funding or approval of another contract, grant, or award of any kind? 
Please specify. 

No 
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university of California 
Tobacco-Related Disease Research Program 

Biographical Sketch (for each Professional) 


Name 


Title/Role in this Project 


David Fv Katz, Ph.D. 


Bioengineer 


Education (begin with baccalaureate and include postdoctoral training) 


Institution and Location 

Brown University, Rhode Island 
Brown University, Rhode Island 
University of California, Berkeley 


Field of Study 

Degree 

Year 

English & Engineering 

A.B., SCB 

1966 

Engineering 

So.M. 

.1967 

Engineering 

Ph.DJ-. 

1972 


Professional Experience (begin with present position) 


1988 - present Professor, Department of OB/GYN, U.C. Davis 

1980 - 1986 Associate Professor, U.C. Davis 

1977 — 1980 Assistant Professor, U.C. Davis 


Publications (On an additional page, list in chronological order the 

titles and complete references of all articles published 
during the last 5 years; list all earlier publications that 
are pertinent to this application. (Use no store than one 
complete page for publications.) 
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1988 Davis R.O. and Katz. D.F. Harmonic analysis of sperm kinematics using 
real-time video edge images. Proceedings of the Society of Photo-Optical 
Instrumentation Engineers 832: 14-20. 

1988 Morales, P., Katz, O.F., Overstreet J.W., Samuels, S.J. and Chang, R.J. 

The relationship between the motility and morphology of spermatozoa in human 
semen.- Journal of Andrology 9: 241-247. 

1988 Drobnis, E.Z., Andrew, J.8., and Katz, D.F., Biophysical properties of the 
zona pellucid_a:: Is zonal hardening a mechanical phenomenon? Journal of 
Experimental Zoology 24$: 206-219. 

1988 Morales, P., Overstreet, J.W. and Katz, D.F. Changes in human sperm 
movement during capacitation in vitro. Journal of Reproduction and Fertility 
83: 119-128. 

i- 

1988 Yudin, A.I., Cherr, G.N. and Katz. O.F. The fine structure of the cumulus 
and zona pellucida: A new view of sperm interaction with oocyte-associated 
extracellular matrices. Cell and Tissue Research 2S1: 555-564. 

1988 Baltz, J-, Katz. D.F. . and Cone, R. the mechanics of sperm egg interaction 
at the zona pellucida. Biophysical Journal 54: 643-654. 

1988 Schenker, M.B., Samuels, S.J., Perkins, C., Lewis, E.L., Katz. D.F. . and 
Overstreet, J.W. Prospective surveillance of semen quality in the workplace. 
Journal of Occupational Medicine 30: 336-344. 

1988 Annest, J.L., Barret, D.K., Baughman, A.L., Boyle, C.A., Brann, E.A., 
Decoufle, P., Destefano, F.L., Devine, O.J., Flanders, D.» Holmgreen, P., 
Joesoef, R., Katz, D.F., Kresnow, M., Morris, R.D., Obrien, t.R., Scally, M.J., 
Schrader, S.M., Stroup, M.E., Wetterhall, S.F. and Worth, R.M. Health status of 
Vietnam veterans. ..II. Physical Health. Journal of the American Medical 
Association 259: 2708-2714. 

1988 Drobnis, E.Z., Yudin, A.I., Cherr, G.N. and Katz. D.F. The kinematics of 
hamster sperm penetration of the cumulus cell matrix. Gamete Research 21:367- 
383. 

1988 Drobnis, E.Z., Yudin, A.I., Cherr, G.N. And Katz. D.F. Hamster sperm 
penetration of the zona pellucida: kinematic analysis and mechanical 
implications. Developmental Biology 130: 311-323. 

1989 Yudin, A.I., Hanson, F.W. and Katz. D.F. Human cervical mucus and its 
interaction with sperm: a fine structural view. Biology of Reproduction 40: 
661-671. 

1989 Davis, R.O. and Katz. D.F. Automatic analysis of sperm kinematics using 
video image digitization. Biomaterials, Artificial Cells and Artificial Organs 
(in press). 

1989 Katz .-D.F J t . Drobn i s. E.Z., and Overstreet, J.W. Factors regulating 
mammalian sperm migration through the female reproductive tract and oocyte 
vestments. Gamete Research 22: 443-469. 
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University of California. 
Tohaeeo~Related Disease Research program 


Financial support (for each Professional) 


aart 1990_ 

nvestigator i AndrewJ, Wyrobek _ Tobacco Exposure and Human Semen Paramet er 

Kama Titla of Project 


.1st all grants and contracts on which you ara nanad as a participant 
specify agency, project title, anount, duration, your role in the project, 
nd percent of tine spent on the project.) 

Detection of gene mutations and chromosomal abnormalities in human sperm; 

Principal Investigator A.J. Wyrobek; U.S. Department of Energy Crane No. BER/OER-91-26, 
Oct 1984-1991; FY90 $235,000- 45Z. 


Human studies of somatic, germinal,and heritable genetic damage; Principal investigator 
A. J..Wyrobek; U.S. Environmental Protection Agency Agreement No. DW89932671-91-2, 
September 1987-1990; FY90 $195,000- SOX. 



"Semen Morphometry and Pregnancy Outcome*, $70,000, 1990-1992 Biophysicist, 


'ending Applications (specify agency, project titla, amount, duration, your 
ole in the project, and percent of time spent on the project.) 


Ho 


oes your ability to conduct and complete this proposed research depend upon 
ha funding or approval of another contract, grant, or award of any kind? 
lease specify. 


No. 


37 


Source: https://www.industrydocuments.ucsf.edu/docs/spmmOOOO 


2025794489 



University of California 
Tobacco-Belated Diaaaaa Research Progra b 

» 

Biographical Sketch (for aaeh Professional) 


Hama Title/Role in this Projact 

Andrew J. Wyrobek, Ph.D. Biophysicist 


education (begin with baccalauraata and include postdoctoral training) 


Institution and Location 

Field of Study 

Degree 

Year 

University of Notre Dame, Indiana 

Biophysics 

B.S. 

1970 

.University of Toronto, Canada 

Medical Biophysics 

Ph.D. 

1975 


Professional experience (begin with present position) 


1975 - present 


Senior Staff Biophysicist, Lawrence Livermore Laboratory, 
University of California, Livermore 


Publications (On an additional page, list in chronological order the 

titles and conplete references of all articles published 
during the last 5 years; list all earlier publications that 
are pertinent to this application. (Use no more than one 
complete page for publications.) 
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Rosenberg, M.. and Wyrobek. A.J. <1985). fetal loia In Wilts wits' wortsri: rocs* Bill 
and interpretation. Ants'. J. Public Health 75, 38-99, 


Brandrifl. 8., Gordon. L.. Ashworth. L.. Watchmaker. G., Moo's. 0.. Wyrobek. A.. Carrano. 
A. (1935). OironuiomM of Humarv Sperm: Variability Among Normal Individuals. Human 
Generic* 70. 18-2*. 


Rosanbsrg. M., Wyrobek, A., Gordon, L.. Watchmaker. G.. Ratcliffs. J-. fa*. S-. Moo's. 0.. 
and Homing. R. (1985). Spsrm *• an Indicator of Reproductive Risk Among Pst'Olaum 
Refinery Works'*. Srk. J. Indus!. Mod. 42: 123-127. 

Wyrobek. A.J.. (1985). Identifying Agent* Utal Otmaga Human Spsrm Spsnnalogsnsaia: 
Abnormalities In Spsrm Concsniration and Morphology. In: Monitoring Human Exposure to 
Carelnog«n/e and Mufagonic Agents. International Agancy for Research on Canear. Sciamifie 
Publication No. 59. Lyon, Pianos, p.p. 337-402. 


Brandrifl. Gordon. L, Aahwortn, L., Watchmaker, G.. Moor* 8. 0.. Wyrobsk. A., and 
Carrano, A. (1935). Chromosome* of Human Spsrm: Variability Among Normal InOrviduals. 
Hum. Const. 70, 13-24. 


Maljtrich. M.U. Goldstein, L.S.. and Wyrobsk, A.J. (1985). Long-Term Infertffity and 
Oomlnant Lathal Mutations In Mai* Mica Treated With Adriamydn. Mutai. Asa., 152. 53-65. 


Carrano. A.V.. Everaon. fl.B.. Wyrobsk. A.J.. Tucker, j.o., Ashworth, L.K., and •urton. 
Q.V. (1983). Tit* Induction, Accumulation, and Parilitanea of Lesions Leading to 
Cyloganalic Changes it Lymphoctes of Patient* R#c*iving Chamolharapy for Breast Cancer. 
Environ. Mutagen. 8. (8) 15. 


Everson. R.B.. Carrano. A.V., Burton. G.V.. Wyrobek, A.J. (1986). induction. 

3ft$t3i'' Accumulation, and Peracitanc* of Siller Chromatid Exchanges (SCO and Chromosomal 

Aberration* (CA) in Women Trailed With f.V. Cyclophosphamide. Methotrexate. and 
5-Floorourac* (CMP) Acfluvant Therapy for Breast Cancer. Proceedings Amar. Assoc. 
Cancer Res. 27, 92. 

Wyrobsk, A.J. and PInkel. O. (1986), Detecting Chromosomes in Human Sperm by 
Fluorescence Hybridation. Am. J. Hum. Genet. 39, A 102 . 


Wyrobsk. A.J., Moruxtf. J.F., Mayafl, 8.H.. and Giadh*. B.L. (1986). knags Analysis' ol 
Human Sperm Morphology. Environ. Mutagen. 9. (6) 93. 

Wyrobsk. A.J.. Stacker. L.H.. and Bathom, n, (1986). Monoclonal Antibodies to Human 
Sperm Protamine*. Am. J. Hum Ganal. 37, A22-23. 


* Tucker. J.O.. Evsraon. R.B.. Wyrobek, AJ.. Carrano, A.V., Christensen, M.L. and 

Carpenter. J.T. (1987). Induction, Accumulaiion, and Psralsianc# of Cyloganalic Chengs* in 
Lymphocytes of Patients Receiving Chemotherapy for Breast Cancer. Environ. Afufapen. 9, 
109, 

Wyrobek. A.J.. Carrano, A.V., Bigbee, W.L., Tucker. J.O.. Jensen. R.H., and Evsraon. R.G. 
(1987). Comparison* of Sister Chromatid Exchanges. Chromosomal Aberrations, and 
. Gtycophorin-A Nun Variant Erythrocyte* in Woman Receiving Chemotherapy lor Breast 
' Cancer. Ertv/ron. Afuf4gtri*s<*, 9. 118. 


Bigbee. W.L.. LangloU. R.G.. Janaen. R.H., Wyrobek. A.W.. and Everson, R.Q. (1987). 
Chamolharapy wtlh Mutagenic Agartli Elevate* the In Vivo Frequency of Glycopborin A “Nun* 
Variant Erythrocyte*. Env/ron. Afufagert. 9. 14. 
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University of California 
Tobacco-Related Disease Research Program 

Relevance of the Project/Facilities Available 


Discuss the relevance of your proposed research to tobacco-related diseases 
in the State of California and what impact your research might have on these 
diseases and the California population at risk. 

Available data are suggestive that smoking is a spermatotoxin: that it is associated with decreased sperm 
count, decreased motility and increased proportion of abnormally shaped sperm. By prospectively 
evaluating these factors in a "normal" population and by using state-of-the-art laboratory techniques to 
evaluate exposure and semen, this study will clarify the relationship between paternal exposure to active and 
passive tobacco smoke and abnormalities in sperm and abnormalities in pregnancy outcome. 

Approximately 10% of couples are infertile; as many as 31% of pregnancies end in spontaneous abortion 
and appraximatefy 3% of children in California are bom with birth defects. This study has the potential of 
clarifying the proportion of abnormal pregnancy outcomes that can be attributed to paternal tobacco smoke 
exposure. This study can also contribute to the understanding of the mechanisms by which tobacco smoke 
causes abnormal semen parameters and abnormal pregnancy outcomes. Given the high prevalence of 
active and passive smoking in men of reproductive age, this research project has the potential for a 
significant impact on public health in California. If positive, the st udy results could provide considerable 
added incentive for men (and women) to stop smoking 


Facilities and Resources (Describe the facilities and resources that are 
needed and are available for successfully carrying out the proposed research. 

Laboratory facilities at UCSF for this project include three adjoining laboratories (1^200 sq. ft) located at the San 
Francisco General Hospital (one of the main campuses of UCSF). Major equipment contained in these laboratories 
includes: two Hewlett Packard Model 5880 and two Model 5890 gas chromatographs with autosamplen, N-P, EC and FID 
detectors, packed and capillary columns; combined gas chromatograph-mass spectrometer (GC-MS) system - Hewlett 
Packard 5890 GC and 5970 mass selective detector, liquid chromatographs - Beckman 110A and 112A pumps, Perkin 
Elmer LC-15 fixed wave length UV detector, Bioanalytical Systems LC-4 amperometric detector, Beckman Model 160 
selectable wavelength UV detector and EAS 510QA coulometric detector; Edgegard EGC 4254 laminar flow hood; IEC 
Model CRU-5000 centrifuge; G-ahn Model 21 electrobalance; Zeiss Model 39811 UV spectophotometer; Beckman LS- 
65B ultracentrifuge and Beckman J2-21 refrigerated centrifuge; Packard Tricarb 460-C scintillation counter; Rcvco 
freezer, ULT-1685; Turner 330 spcctrosphotomcter; Instrumentation Lab Model 282 co-oximiter. The California 
Department of Health Services Laboratory in Berkeley will provide space for the research associate and wordprocessor. 
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24 


1988 Oavis R.O. and Katz. D.F. Harmonic analysis of sperm kinematics using 
real-time video edge images. Proceedings of the Society of Photo-Optical 
Instrumentation Engineers 832:*14-20. 

1988 Morales, P., Katz, O.F., Overstreet J.W., Samuels, S.J. and Chang, R.J. 

The relationship between the motility and morphology of spermatozoa in human 
semen. Journal of Andrology 9: 241-247. 

1988 Orobnis, E.Z., Andrew, J.B., and Katz, O.F., Biophysical properties of the 
zona pellucida:: Is zonal hardening a mechanical phenomenon? Journal of 
Experimental Zoology 245: 206-219. 

1988 Morales, P., Overstreet, J.W. and Katz, O.F. Changes in human sperm 
movement during capacitation in vitro. Journal of Reproduction and Fertility 
83: 119-128. 

1988 Yudin, A.I., Cherr, G.N. and Katz. O.F. The fine structure of the cumulus 
and zona pellucida: A new view of sperm interaction with oocyte-associated 
extracellular matrices. Cell and Tissue Research 2SI: 555-564. 

1988 Baltz, J., Katz. P.F. . and Cone, R. the mechanics of sperm egg interaction 
at the zona pellucida. Biophysical Journal 54: 643-654. 

1988 Schenker, M.B., Samuels,'S.J., Perkins, C., Lewis, E.L., Katz. P.F. . and 
Overstreet, J.W. Prospective surveillance of semen quality in the workplace. 
Journal of Occupational Medicine 30: 336-344. 

1988 Annest, J.L., Barret, D.H., Baughman, A.L., Boyle, C.A., Brann, E.A., 
Decoufle, P., Destefano, F.L., Devine, O.J., Flanders, D., Holmgreen, P., 
Joesoef, R., Katz, D.F., Kresnow, H., Morris, R.D., O'Brien, t.R., Scally, M.J., 
Schrader, S.M., Stroup, N.E., Wetterhall, S.F. and Worth, R.M. Health status of 
Vietnam veterans. .11. Physical Health. Journal of the American Medical 
Association 259: 2708-2714. 

1988 Orobnis, E.Z., Yudin, A.I., Cherr, G.K. and Katz. O.F. The kinematics of 
hamster sperm penetration of the cumulus cell matrix. Gamete Research 21:367- 
383. 

1988 Orobnis, E.Z., Yudin, A.I., Cherr, G.K. And Katz. O.F. Hamster sperm 
penetration of the zona pellucida: kinematic analysis and mechanical 
implications. Developmental Biology 130: 311-323. 

1989 Yudin, A.I., Hanson, F.W. and Katz. O.F. Human cervical mucus and its 
interaction with sperm: a fine structural view. Biology of Reproduction 40: 
661-671. 

1989 Davis, R.O. and Katz. O.F. Automatic analysis of sperm kinematics using 
video image digitization. 8iomaterials, Artificial Cells and Artificial Organs 
(In press). 

1989 Katz. -O.F.- . .Orobnis. E.Z., and Overstreet, J.W. Factors regulating 
mammalian sperm migration through the female reproductive tract and oocyte 
vestments. Gamete Research 22: 443-469. 
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University of California 
Tobacco-Related Disease Research Program 

t 

Biographical Sketch (for each Professional) 


Name Title/Role in this Project 

Andrew J. Wyrobek, Ph.D. Biophysicist 


Education (begin with baccalaureate and include postdoctoral training) 


Institution and Location 

Field of Study 

Degree 

Year 

University of Notre Dame, Indiana 
•University of Toronto, Canada 

Biophysics 

Medical Biophysics 

-»* 

B.S. 

Ph.D. 

1970 

1975 


Professional Experience (begin with present position) 


1975 - present * Senior Staff Biophysicist, Lawrence Livermore Laboratory, 

University of California, Livermore 


Publications (Chi an additional page, list in chronological order the 

titles and complete references of all articles published 
during the last 5 years; list all earlier publications that 
are pertinent to this application. (Use no more than one 
complete page for publications.) 
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Poaenberg. M.. ,od Wyrobak. A.J. (1985). Fetal toss In -asle -alar recas bias 

and interpretation. Amar. J. PuDi«c Health 75. 98-99. 


Srandrill. 8.. Gordon. L-. Ash-orth. L-. Watchmaker. G.. Moore. 0.. Wyrobak. A.. Carrano. 
A. (1885). CNomosomes of Human Sparm: Variably Among Normal Individuals. Human 
Genetics 70. 18-24. 

Rosenberg. M.. Wyrobak, A., Gordon, l., Wstchmakar. Q.. RatcHlo. J.. 7c*. S., Moors. 0., 
and Homung, A. (1985). sperm aa an Indicator of Reproductive Risk Among Petroleum 
Refinery Workers. Ark. J. Induat. Mad. 42: 123-127. 

Wyrobak. A.J.. (1985). Identifying Agsnu Uiat Oamaga Human Sparm Sparmatoganasia: 
Abnormalities In.Sparm Concentration and Morphology. In: MonHoting Human Expoauro to 
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University of California 
Tobacco-Related Disease Research Program 

Relevance of the Project/Facilities Available 


Discuss the relevance of your proposed research to tobacco-related 
diseases in the State of California and what impact your research might 
have on these diseases and the California population at risk. 

Available data are suggestive Chat smoking Is a spermatotoxin: that It Is associated 
with decreased sperm count, decreased motility and increased proportion of abnormally 
shaped sperm. By prospectively evaluating these factors in a "normal" population and 
by using state-of-the-art laboratory techniques to evaluate exposure and semen, this 
study will clarify the relationship between paternal exposure to active and passive 
tobacco smoke and abnormalities in sperm and abnormalities in pregnancy outcome. 
Approximately 10% of couples are infertile; as many as 31% of pregnancies end in 
spontaneous' abortion and approximately 3% of children in California are bom with birth 
defects. This study has the potential of clarifying the proportion of abnormal 
pregnancy outcomes that can be attributed to paternal tobacco smoke exposure. This 
study can also contribute to the understanding of the mechanisms by which tobacco smoke 
causes abnormal semen parameters and abnormal pregnancy outcomes. Given the high 
prevalence of active and passive smoking in men of reproductive age, this research 
project has the potential for a significant impact on public health in California. If 
possible, the study results could provide considerable added incentive for men (and 
women) to stop smoking. 


Facilities and Resources (Describe the facilities and resources that are. 
needed and are available for successfully carrying out the proposed 
research. 

Laboratory facilities at UCSF for this project include three adjoining laboratories 
(1,200 sq.ft.) located at the San Francisco General Hospital (one of the main campuses 
of UCSF). Major equipment contained in these laboratories includes: two Hewlett 
Packard Model 5880 and two Model 5890 gas chromatographs with autosamplers, N-P, EC and 
FID detectors, packed and capillary columns; combined gas chromatograph-mass 
spectrometer (GC-MS) system - Hewlett Packard 5890 GC and 5970 mass selective detector; 
liquid chromatographs - Beckman 110A and 112A pumps, Perkin Elmer LC-15 fixed wave 
length UV detector, Bioanalytical Systems LC-4 amperometric detector, Beckman Model 160 
selectable wavelength UV detector and EAS 5100A coulometric detector; Edgegard EGC 4245 
laminar flow hood; IEC Model CRU-5000 centrifuge; Cahn Model 21 electrobalance; Zeiss 
Model 39811 UV spectophotometer; Beckman LS-65B ultracentrifuge and Beckman J2-21 
refrigerated centrifuge; Packard Tricarb 4.60-0 scintillation counter; Revco freezer, 
ULT-1685; Turner 330 spectrosphotometer; Instrumentation Lab Model 282 co-oximiter. 

The Department of Medicine, Division of Occupational Health at SFGH will provide space 
for the research staff and equipment. 
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nitons 


Legal Name: _ . __ 

\ y 

Date of Incorporation: \ _ ^ _ 

Type of Institution (Higher^Ed; Hospital; etc.) X _ 

Tax Exempt status (IRS Code Nufcvber): _ >/^ _ 

Annual Budget: $_ \ _ / __ 

Name of External Auditor: 

Oate of Most Recent Audit: _ X\ _^_ 

Which Federal Agency approves your/indirect apst rates? _ 

What is the date of your latest/indirect cost ratte negotiation 
agreement? _ / _\_ 

-7" \T 

If.your indirect cost rate/is not federally approved, what is the basis for the 
rate, proposed in your budget? 


Business Officer with whom to negotiate award: 

Lorraine Petrakis 


Title: Directory Office of Research Affairs, UCSF 


Address: 


3333 California Street, San Francisco 


Telephone No.: 


415-476—2977 
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RECEIVED 
JUN 2 4 1991 

Altt'd .. Page 1 of 6 

UNIVERSITY OF CALIFORNIA 
TOBACCO-RELATED DISEASE RESEARCH PROGRAM 
PROGRESS REPORT 

ABSTRACT OF RESEARCH RESULTS 

AWARD f RT 500 _ AWARD PERIO D 7/1/90 - 6/30/92 

PRINCIPAL INVESTIGATOR David Remoel. M.D. _ 

INSTITUTION _ University of_California. San Francisco 

TITLE OF PROJECT The Relationship of Tobacco Exposure to Seme n Biomarkers 

Please summarize, In language understandable by an educated layman, the objective 
of this project and the significant findings resulting from the work. Limit the 
abstract to a space 6" by 5.5". 

Hie objectives of this study are to evaluate the relationship between smoke 
exposure and semen biomarkers and pregnancy outcome. Some studies 
have suggested that tobacco exposure is a toxin to sperm. However, these 
studies have been, flawed in selection, bias and use of non-standardized tests 
for the measurement of sperm parameters. In this study approximately 220 
"normal" couples who are at risk for pregnancy are being recruited from 
Kaiser, Santa Clara. The women partners are collecting daily urine samples 
to be analyzed for urine hCG and the male partners are providing two semen 
samples to be analyzed for sperm motion and sperm morphometry 
Cbiomarkers"). This grant is funding the analysis of saliva and semen from 
the male partners to determine levels of codnine and nicotine. 

During die first year of the study, 185 men have been recruited as full • 
participants to the study and 65 men have refused to participate. All of these 
men completed a long questionnaire and also provided two semen samples 
and one saliva sample. The semen and saliva samples have been frozen and 
are in storage at San Francisco General Hospital. 

During the first two months of the next year we will complete recruitment of 
the male subjects (220). After all saliva and semen samples have been 
collected, they will be analyzed by GC-MS for cotinine and nicotine. The 
laboratory data and the data from the questionnaires will be entered into a 
computer data base and the relationship between the smoke exposure based 
on semen biomarkers and the questionnaires will be analyzed and compared 
to the semen biomarkers. By evaluating the relationship of semen 
biomarkers to objective measures of tobacco smoke and controlling for 
confounders, some insight will be gained into the effect of active and passive 
tobacco smoke exposure on the male reproductive function. 
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UNIVERSITY OF CALIFORNIA 
TOBACCO-RELATEO OISEASE RESEARCH PROGRAM 
PROGRESS REPORT 

OTHER SUPPORT 

AWARD, i RT 500 __ AWARD PERIO D 7/1/90 - 6/30/92 

PRINCIPAL INVESTIGATOR David Rempel. M.D. _ 

TITLE OF PROJECT The Relationship of Tobacco Exposure to Semen Bio markers 


1 . 



$25,000 per year 
PI: David Rempel 
5% of effort 


M.D. 


A two year grant being conducted with Andy Wyrobek, Ph.D. at 
Lawrence Livermore National Lab to develop an automated image 
analysis system for identifying sperm morphometry characteristics. 
This grant is linked with the prospective study following 500 
couples who are at risk for pregnancy. 


$96,080 per year 
PI: David Rempel, M.D. 
5% of effort 


A two year grant to study wrist and shoulder joint positions, 
and other ergonomic factors of subjects using different 
keyboard layouts. 


3 . 


$13,345 per year 
PI: David Rempel, 
5% of effort 


M.D. 


A study to evaluate intracarpal pressure in normal subjects and 
subjects with carpal tunnel syndrome while they perform various 
hand tasks to determine the relationship between hand motions 
and intracarpal pressure. In addition, subjects will use a 
wrist support for part of the experiment to determine the effect 
of the wrist support on intracarpal pressure while subjects 
perform repetitive tasks. 


PENDING SUPPORT: An Educational Resources Training Grant (NIOSH) 
to support graduate students in ergonomics is pending. 
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UNIVERSITY OF CALIFORNIA 
TOBACCO-RELATED DISEASE RESEARCH PROGRAM 
PROGRESS REPORT 

CHANGES IN KEY PERSONNEL 


AWARD f RT 500 _ AWARD PERIO D 7/1/90 - 6/30/92 

PRINCIPAL INVESTIGATOR David Rerooel, M.D. _ 

TITLE OF PROJECT The Relationship of Tobacco Exposure to Semen Bi omarkers 


1. Person named' in the grant application: 


Name 

Title 

X Time 

Changed to: 



Name 

-. Title 

X Time 

2. Person named 

in the grant application: 


Name 

Title 

X Time 

Changed to: 



Name 

Title 

X Time 

3. Person named 

in the grant application: 


Name 

Title 

X Time 

Changed to: 



Name 

Title 

X Time 


Use additional pages if necessary 
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UNIVERSITY OF CALIFORNIA 
TOBACCO-RELATED DISEASE RESEARCH PROGRAM 
PROGRESS REPORT 

PUBLICATIONS 


AWARO I RT 500 _ AWARD PERIOD 7/1/90 - 6/30/92 

PRINCIPAL INVESTIGATOR David Rempel. M.D. _ 

TITLE OF PROJECT The Relationship of Tobacco Exposure to Semen Bi omarkers 


List publications which acknowledge support from this program; listings 
should include the author(s), title, journal or book name, year of publication, 
volume, and inclusive page numbers. Attach reprints. 


There have been no publications supported by this program yet. 
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RECCf V £ q 
JOi< 1 4 1991 
Ans'd. 

UNIVERSITY OF CALIFORNIA 
TOBACCO-RELATED DISEASE RESEARCH PROGRAM 

ANIMAL SUBJECT USE REPORT 

AWARO i RT 500 _ AWARD PERIOD 7/1/90 - 6/30/92 

PRINCIPAL INVESTIGATOR David Rempel, M.D. _ 

INSTITUTION University of California. San Francisco 

TITLE OF PROJECT The Relationship of Tobacco Exposure to Semen Bi omarkers 

(1) Animal Use Information 

A. Will you use animals in your TRDRP research project? 

Yes_ No x 

B. If yes: 

Species of animals to be used Number/Year 


(2) Use of Animal Alternatives 

A. In your opinion, will your project utilize any alternatives that 
reduce, replace, or refine the use of animals? 

Yes_ No_ 

B. Oescribe briefly the animal alternatives to be used in your project. 


Signature of Private investigator 


C-'Za-'U 

Date 


Signature of Grant Officer 


Date 
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RcCEfVEQ 
JJ.N v <f 199J 
bas'd. ... 

UNIVERSITY OF CALIFORNIA 
TOBACCO-RELATED DISEASE RESEARCH PROGRAM 

TOBACCO FUNDING FROM OTHER SOURCES 


AWARD # RT 500 _ AWARD PERIO D 7/1/90 - 6/30/92 

PRINCIPAL INVESTIGATOR David Rempel, M.D. _ 

INSTITUTION University of California. San Francisco _ 

TITLE OF PROJECT The Relationship of Tobacco Exposure to Semen Bioma rkers 


A. Is any of your current tobacco-related 
work supported by sources other than 

the TRDRP? _ 

Yes No 

B. Approximate State funding for 
tobacco-related disease research 
(from sources other than TRDRP) 

for fiscal year 1990-91. $ _ 


C. Approximate Federal Funding for 
tobacco-related disease research 
for fiscal year 1990-91. S 


Signature of Private Investigator 


C-70. M 

Date 


Signature of Grant Officer 


Date 
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UNIVERSITY OF CALIFORNIA 


O 


V. 


/" 


>A\TA IJAKUAKA • SAVCA CKL£ 


T«*bocco-Related Di^ea^e Research Program 

CHt'ia* of the President 

Vice President—Health Affairs' 

MM Lakeside Orive. IZ\K Row 
Oakland,CA V4A12^??t> 

HI) 487.9870 

January 10, 1992 fvxkbot 


Peter Vishniac 
Contracts and Grants Officer 
Office of Research Affairs 
3333 California Street, Suite 11 
San Francisco, Ca 94143-0962 

RE: David Rempel (1RT500) - The Relationship of Tobacco Exposure 

to Semen Biomarkers 

Dear Mr. Vishniac: 

Please find enclosed the signed and approved Request to Change 
Approved Expenditures regarding the above mentioned grant. 

If there are any questions, please feel free to call Frank Capell 
at (510) 987-9878. 



lUKkKl HY - OAV.IS • IRVIN*. * 1 1 *> v\GI*KS • Rl\ KRSIDE • SAVOIUCO • >A\ FRANCISCO 



cc: David Rempel, Ph.D* 

Principal Investigator 

\ 
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R: REDACTED MATERIAL 


UNIVERSITY OF CALIFORNIA 
TOSACCO-RELATEO DISEASE RESEARCH PROGRAM 

request to change approved expenditures 


AWARD NO. 


1RT500 


AWARD YEAR 1 


2 * 3 


PRINCIPAL INVESTIGATOR David M.. Rempel _ 

Qp PROJECT ^h e Relationship of Tobacco Exposure to Semen Biomarkers 


insttiution 


University of California, San Francisco, SFGH 


Son Manual of Guidelines and Procedures for Grants for regulations concerning changes In approved 
expenditures. Including transfer of funds between budget categories and changes In the nature of 
expenditures. Enter the amounts and categories from which and to which transfers are requested. The 
totals must be the same in the two columns. 


Personnel 


FROM 


redacted 


Consultant & Contractual 


Supplies & Expenses 

Equipment 

Travel 


DIRECT COSTS 


INDIRECT COSTS 


TOTAL COSTS 


6,885 


S 3,615 


$ 10,500 


s " 6,000 


$ 10,500 


Enumerate the proposed changes In expenditures and explain how they will fadlitate achievement of the 
project's alms. (Use additional pages if necessary.) 

See attached 


If the change deletes an approved expenditure, explain how the original purpose lor which the funds were 
allocated will now be met (Use additional pages if necessary.) 

See attached 



If /2SJ °[\ 


roved by. Signature/pf TRORP Official 
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R: REDACTED MATERIAL 


" JUSTIFICATION FOR BUDGET TRANSFER 
TO EQUIPMENT PURCHASING OF COMPUTER 

This research project involves sharing data between six 
laboratories at five campuses: UCSF Laboratory Medicine, UCSF 
Occupational Medicine, UCD Reproductive Toxicology, LLNL 
Biological Science, Kaiser Division of Research, and California 
Department of Health Services. Two sites enter data on Macintosh 
computers and the four others use IBM-PC systems. Since the UCSF 
Occupational Medicine site is functioning as the "clearing house" 
for tobacco exposure data we need to be able to receive and send 
information on disks in both formats. The Occupational Medicine 
site has adequate IBM-PC systems but needs a Mac based system, to 
provide and receive data from the Mac sites (LLNL, Lab Medicine) . 
Therefore we are requesting a portable Macintosh computer and 
support equipment so that data exchange can take place at the 
various sites. The cost for this equipment will be transferred 
from travel, consultant, and supplies. 


JUSTIFICATION FOR BUDGET TRANSFER 
FROM SUPPLIES AND TRAVEL 

The original budget included support for “a consultant, budgeted 
in the supply category. The consultant is now a UCSF employee. 
We request to transfer from supplies to personnel to 

support this expense. $3,500 will be transferred to support the 
purchase of the computer and supplies. 


tl\grts 9903\tob-tran.bud 
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UNIVERSITY OF CALIFORNIA, SAN FRANCISCO 


BERKELEY * DAVIS • IRVINE 


LOS ANGELES • RIVERSIDE • SAN DIEGO - SAN FRANCISCO 



OFFICE OF RESEARCH AFFAIRS 
3333 CALIFORNIA STREET. SUITE II 
SAN FRANCISCO, CALIFORNIA 94143-0962 
FAX: (415) 476-8158 


SANTA CRUZ 


RECEIVED 


DEC 2 Q 1991 


December 13, 1991 


Ans*d. 


Pat Orr 

University of California 
Tobacco-Related Disease Research Program 
Office of the President 
300 Lakeside Drive, 12th Floor 
Oakland, CA 94612-3550 


Dear Ms. Orr: 

Enclosed is a request for rebudgeting, made to my office by Dr. D. Rcmpel. 
He has submitted justification for the re-budgeting. If you have any questions 
please call Peter Vishniac at 415-476-8153. 
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COMMITTEE ON HUMAN RESEARCH 
OFFICE OF RESEARCH AFFAIRS, Box 09«3 
UNIVERSITY OF CALIFORNIA, SAN FRANCISCO 


RENEWAL OF SUB-COMMITTEE APPLICATION 

DATE: May 29. 1991 

TQc David Rcmpel, M.D., M.P.H. 

SFGH, Bldg 30. 5th floor 


FROM: Reese T. Jones, MD. 

Chairman, Committee on Human Research 

RE: Title: The Relationship of Tobacco Exposure to Semen Biomarkers 


J i il l.iil-P ’ 
.ill! 1 * ^ 


Number assigned: H5534-05763-01 Expires: July 15, 199 i 

This is a courtesy reminder to inform you that your currently approved protocol is about to 
expire. The Department of Health and Human Services and the University of California 
require at least annual review of all projects involving humans as subjects. AFTER THE 
EXPIRATION DATE NO FURTHER WORK CAN BE DONE ON THIS STUDY. YOUR 
CURRENT APPROVAL WILL BE TERMINATED. THIS IS YOUR FINAL REMINDER. 

Please let us know the status of your project by indicating the following: 


This protocol should be retired on the expiration date. 
RETURN ATTACHED FINAL REPORT. 


This protocol should be kept active. THE COMPLETE RENEWAL 
APPLICATION SHOULD BE ATTACHED TO THIS LETTER, including FIVE 
identical sets of material, stapled.and containing, but not necessarily limited to 
the following: 

1) a status report (see p. 23 of the CHR Guidelines for details); 

2) a short statement of the research plan for the coming year; 

, - 3) the completed, updated cover page (enclosed); 

;■ 1 4)- the approved,protocol, highlighting any proposed modifications', and 

5) consent documents (consent forms, information sheets, initial contact letters), 
highlighting any modifications to be made at this time. 

> 

For complete instructions on how to renew an approved protocol, please refer to 
the Guidelines for Research involving Human Subjects at UCSF (October 1987), Part 
VI, 'Renewal Applications.* If you do not have a copy of the Guidelines, call the 
CHR office and a copy will be forwarded to you. 


Please sign and return this form, along with the renewal application if the protocol is to be 
kept active, to the Committee on Human Research, Box 0962. If you have any questions, 
please call the office at (415) 476-1814. Copies of currently used forms are available from 
the office. FOUR WEEKS BEFORE THE EXPIRATION DATE SHOULD BE ALLOWED 
FOR RENEWAL APPLICATIONS TO BE PROCESSED. 


Date 


Signature of Investigator 


HEPC Project # 90005763 
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COMMITTEE ON HUMAN RESEARCH 
INITIAL SUBCOMMITTEE REVIEW APPLICATION 
COVER PAGE 


PRINCIPAL INVESTIGATOR (UCSF Faculty) University 

(Nun* b p*ft**) David Rempel, M.D. _Title Asst Clin Prof Dent. Medicine 

Mailing Address Phone Is P.I. Sponsor/ 

(Campu*) SFGH'. Bldg 3Q_t 5th Floor _Number 2 37:-74 00 Advisor Only? Mr> 


CO-P.I. 

(Nun* b D*fr*«)_ 

Mailing Address 
fCtmnui l 


University 

.Title_ 

Phone 
Number_ 


_Dept._ 


PROJECT 

TITLE The Relationship of Tobacco Exposure to Semen Biomarkers 


SUBMISSION 

DATE 


EXPEDITED REVIEW CATEGORY NUMBER _ (from PART V-B of the C/CSF Guidelines for Research 

Involving Human Subjects , October 1987) 


NAMES/DEGREES OF ALL OTHER 
INVESTIGATORS: 

„ Ja<? )iL-ggJ.Sg.n. 4 ., Efr.Jp_ 

Andrew WyrnhaV. Ph.n_ 

Laara Fanster, Ph.D _ 

Pavid ,Ka±z .-Ph.D_ 

Neil Benowitz . Ph.D _ _ 

HISTORY OF THIS PROJECT: 

Previous CHR approval # H5534-05763-0I 
_ New 

_ Modification (HfcMJcht chanc** in protocol.]' 

• _x_ Renewal Expiration Date 7/15 /91 

PROCEDURES (LUt all procadurx* to b* don* (or pai p o * — 
ortb*atudr): Saliva and semen analysis by 
eras chromatography — mass spectro¬ 
scopy for nirotino and mtinine. 


BfifisSsRiSP 

I 


PRINCIPAL INVESTIGA^ 

fOR'S SIGNATURE St 


DATE 


SUB JECTS(D!*«iu* in protocol. If exact number U not known, 
pl«*M Mtimst*.): 

Experimental Subjects: 

Number (Thla Y«ar] 185 ( Total lor study] 22 0 

SourceCs] Kaiser subscribers _ 

Reimbursement _ 

Controls/Normals: 

Number (ThI* Yaar l ( Total for Study] 

Source(s)_ 

Reimbursemen t t _ 

Special Subject Populations (Ch*ek and diacua# in protocol. 
s«* Ap pood l x o of CHR Guidelines .] 

_AIDS/HIV-Infected Individuals 

M inors F etuses. Pregnant Women 

_.Those Unable to Speak or Read English 

T hose Unable to Consent for Themselves 
Prisoners 

SITE (Ch*ck aod dlwn** In protocol): 

_Parnassus _VAMC X SFGH _MtZION 

_.Other UCSF site 

Other_ - 

FUNDING: 

Will this study be funded? X_Ves _No _Peoding- 

_Federal _Pharmaceutical/Device Co. _.Other 

Agency/Sponsor Name (Gnnt/Cootnct #, it known): 

Tobacco Related Disease- 

Research Program #RT 500 


rev. 1/91 


(See reverse side for instructions and format.) 
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COMMITTEE ON HUMAN RESEARCH 
INSTRUCTIONS FOR INITIAL SUBCOMMITTEE REVIEW APPLICATION 


Please submit five (5) identical, collated sets of the following: 

a) CHR INITIAL SUBCOMMITTEE REVIEW APPLICATION COVER PAGE (signed 
by principal investigator); 

b) PROTOCOL WRITTEN ACCORDING TO INITIAL SUBCOMMITTEE REVIEW 
APPLICATON FORMAT (within three-page limit)', 

c) ALL INFORMATION SHEETS AND/OR CONSENT FORMS; and 

d) ALL SPECIAL ATTACHMENTS (i.e., questionnaires, interview guides, letters of 
support). 

If a cover letter is included, please attach a copy to all five sets of materials. 

For detailed information regarding the Initial Subcommittee Review Application, standard 
consent form format, and special requirements and attachments, please refer to the 
Guidelines for Research Involving Human Subjects at the University of California, San 
Francisco (October 1987). A copy of these guidelines, all current forms, and information 
regarding submission and review schedules can be obtained in person at the Committee on 
Human Research, suite 11, Laurel Heights Campus, or by calling 476-1814. 

Please note: It takes approximately 4 to 6 weeks to complete the review process of an Initial 
Subcommittee Review Application. However, if the expedited review category is #8 (see 
page 18 of the guidelines), the process may be completed in less than two weeks. Factors 
such as University holidAy periods, summer vacation schedules, and major granting agency 
deadlines, when the volume of applications submitted to the CHR increases greatly, may 
lengthen the time to complete the review process and should be taken into consideration. 

Submit applications to: Committee on Human Research (CHR) 

Box 0962 
UCSF 

San Francisco, CA 94143-0962 



INITIAL SUBCOMMITTEE REVIEW APPLICATION FORMAT 


L STUDY AIM, BACKGROUND, AND DESIGN 

2. SUBJECT POPULATION; INCLUSION/EXCLUSION CRITERIA. USE OF 
' SPECIAL SUBJECT GROUPS, AND METHODS OF ACCESS 

3. PROCEDURES TO BE DONE FOR PURPOSES OF THE STUDY 

4. RISKS. POTENTIAL DISCOMFORTS AND RISKS, INCLUDING POSSIBLE LOSS 
OF CONFIDENTIALITY, TO SUBJECTS, AND THE METHODS OF MINIMIZING 
THESE RISKS 

5. BENEFITS; POTENTIAL DIRECT BENEFITS TO SUBJECTS AND GENERAL 
- BENEFITS TO SUBJECT GROUP, MEDICAL SCIENCE, AND/OR SOCIETY 

6. CONSENT PROCESS AND DOCUMENTATION 

7. QUALIFICATIONS OF INVESTIGATORS (brief paragraph only; do not submit 
curricula vitae) 


Please note: The application, excluding CHR Cover Page and attachments, may not exceed 
three pages in length. 


1/91 
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CHR Renewal—Tobacco Exposure and Semen Biomarkers 


1. STATUS REPORT 

Initial human subject approval date for the stud y was July 19,1990 and it 
- expires July 15,1991. During this first year participants have been 
recruited to the study and Mr have refused to participate. The number 
estimated to complete the study is approximately To date the principal 
items collected have been the field samples of saliva and semen, complete 
questionnaires, and the brief smoking questionnaire. Saliva and semen 
samples were processed in the field, frozen and are currently in storage at 
SFGH. 

There have been no changes in anticipated risks or benefits. There have been 
no unanticipated side effects noted during the first year of the study. There 
have been no modifications to the original protocol. 

2. PLANS FOR THE COMING YEAR 

Subject recruitment will continue into the first two months of this academic 
year through the end of September. The goal will be to recruit a total o 
subjects. After all saliva and semen samples have been collected, the 
laboratory processing will begin. This will involve, as stated in the original 
protocol, a gas chromatography and mass spectroscopy of the saliva and 
semen samples for cotiiune and nicotine. After the laboratory analysis is 
completed, data entry will begin and the statistical analysis will begin. It is 
possible that the study protocol may be modified to extend into a third year 
depending on the length of time involved with data entry and data analysis. 

4. APPROVED PROTOCOL 

There have been no changes to the previously approved protocol. 

5. CONSENT DOCUMENTS 

The original and approved consent documents are attached. 
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COMMITTEE ON HUMAN: RESEARCH 
INITIAL SHORT-FORM APPLICATION 


RINCIPAL INVESTIGATOR CUCSF Faculty) University 

(Nuu u Pavlcl Rem P e l' M - p - _Title Asst. Clin Prof. 

Mailing Address Bldg 30, 5ch Floor, SFGH, Phone 

fCamoml 100b Pocreto Ave., SF, 94I1Q _Number ^? 1-5200 _ 

CO-P.L University 

(Nanit k Dcrrwl Real Benowita, M.D. _Title Prof, of Medicine 

Mailing Address Bldg 30, 5ch Floor, SFGH, Phone 

fC.ungm V 1001 Potrero Ave., SF, 94110 _Number 821-8324 _ 

PROJECT 

TITLE The Relationship of Tobacco Exposure co Semen’ Biomarkers 


.0 e p t. Medicine 
la P.I. Sponsor/ 
.Advisor Only? No 


Dept. Medicine _ 

SUBMISSION 
DATE 5 July 1990 


INSTE UCTTONSt Please submit five (5) identical, collared sets of the following: 

THIS COMPLETED SHORT-FORM (both sides) 

ALL CONSENT FORMS/INFORMATION SHEETS 

ALL ATTACHMENTS (Le, questionnaires, interview guides, support letters) 

PLEASE NOTE; See PART V of the UCSF Guidelines for Research fnvohing Human Subjects (October 
1987) for detailed information and: directions on all of the above. It takes approximately 4 to-6 weeks 
to complete the review process of a CHR Initial Short-Form Application. 

1. STUDY AIM, BACKGROUND, AND DESIGN The purpose of this study is to expand a larger, 
lgoing study to evaluate the relationship between active and- passive smoke exposure to semen bio- 
irkers. The larger study, the Men r s Reproductive Health Study (MSHS), is being jointly conducted 
'..the Calif. Dept, of Hlth: Serv. (CDHS), Kaiser Div. of Research, U.C., Davis and Lawrence 
.vermore Natl. Laboratory. The MRHS is a prospective, 5- year study (currently in year 3) that vil 
■How 41^ "normal" couples at risk for pregnancy co determine the relationship between semen qual- 
7, reproductive outcomes and a number of environmental exposures. Women collect daily urine for 
jc mouths which is assayed for hCG. Their male partners provide two semen samples by masturbation 
:d a saliva sample. Both complete an extensive baseline interview. 

.is component of the MRHS is to- assay semen and saliva samples for nicotine and cotiniae, then 
aluate the relationship between these.measures of exposure and semen biomarkers. 

2. SUBJECT POPULATION: INCLUSION/EXCLUSION CRITERIA, USE OF 
SPECIAL SUBJECT GROUPS, AND METHODS OF ACCESS 

JLser Division of Research is screening 6,000 subscribers to the Santa Clara Kaiser medical facil- 
y to identify eligible women who are willing to collect daily urine samples for six months, 
igibility criteria for women are: (1) age 18 co 39, (2) no unprotected intercourse for greater 
an 3 months with current partner, (3) neither she nor her partner have been sterilized, (4) not 
ing oral contraceptives or an intrauterine device, (5) not amenorrheic or hyterectomized, and 
) not pregant in the past six months. All male partners of participating women will be contacted- 
telephone for recruitment. 


3. PROCEDURES TO BE DONE FOR PURPOSES OF THE STUDY 

tiva samples and semen samples will be assayed by gas chromatography-mass spectroscopy for 
totine and cotinine concentrations. 
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CHR. SHORT-FORM 
PAGE J 


4. RISKS: POTENTIAL RISKS, INCLUDING POSSIBLE LOSS OF CONFIDENTIALITY, 

AND DISCOMFORTS TO SUBJECTS. METHODS OF MINIMIZING THESE RISKS 

ere arc no known physical risks co participating subjects and the procedures are not uncomfortabl 
ere may be some psychological or social harm to subjects if the confidentiality of their partici- 
tion was compromised. To prevent this, all samples and data received will be marked only with 
man subject numbers (HSN), no personal identifying information. The code is maintained by the 
iser Division of Research. Database created will be identified only by the HSN and will contain 
personal identifiers. 


5. BENEFITS: POTENTIAL DIRECT BENEFITS TO SUBJECTS AND GENERAL 

BENEFITS TO SUBJECT GROUP, MEDICAL SCIENCE AND/OR SOCIETY .. 

are is no direct benefit to subjects. Medical science and society may benefit with'insight into 
a effect of active and passive tobacco smoke exposure on measures of male reproductive function. 




6. CONSENT PROCESS AND DOCUMENTATION 

ian subjects approval fo.r the MRHS was received from the Kaiser Permanente Institutional Review 
ird on December 19, 1989. A copy of the approval and the consent form Is attached. 


7. NUMBER OF SUBJECTS TO BE ENROLLED PER YEAR: 

TOTAL FOR STUDY: 


<5/90 to 6/91) 


8. WILL THIS STUDY BE FUNDED? X Yes _No _pending 

FUNDING SOURCE: F ederal _.Other 

AGENCY/SPONSOR: Tobacco-Related Research Program 

9. EXPEDITED REVIEW CATEGORY NUMBER 2.11 (from PART V-B of the UCSF Guidelines for 
Research Involving Human Subjects , October 1987) 


1 »- PRINCIPAL-INVESTIGATOR’S SIGNATURE 

rrion 6/89 
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INTER-OFFICE memorandum 


R- Hiatt, M,D. 
Division' of Research 


£. Van Brunt, M.D, 


ctjSJSCT FIL.E 
oDecember 20, l98g 

r« a « Glenda R„ Marlow 

MuM >?. >w 2 „. 

RFRX Administration 

at 3SO5 Broadway 

Oakland 


Institutional Review and Approval of Research Study Entitled 
"Pregnancy Outcome Study" 


On December 19, 1989, the Institutional Review Board (IBB) for 
the protection of human subjects, reviewed and approved the 
revised consent forms and questionnaire for the above subject 
research study. 

V 

Enclosed are the consent forms for your use. As you know, 
these forms are to be used in conjunction with the statement 
entitled "Information About Rights of Medical Research 
Participants." 

If you. have any questions, please me at (415) 987-3236. 


GRM/mlm 


a-*) 
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TO 

AT 


INTER-OFFICE MEMORANDUM 


R. Hiatt, M.D.. 
Division of Research 


Oatc 


November 22 , 1989 


Con<9 To 


E. Van Brunt, M.D. 


Glenda R. Marlow 

KFRI Administration 
AT 3SOS Broadway 

ngVIar.d_— -■ 


Institutional Review and Approval of Research Study Entitled 
"Pregnancy Outcome Study" 


On November 21, 1989, the Institutional Review Board (2RB) for 
. the protection of human subjects reviewed the above-subject 
research study. The study was approved for continuation 
as amended subject to revision of the consent form and receipt 
and approval of the questionnaire acceptable to Staff Counsel. 
These will be sent to you as soon as they have been reviewed 
and approved. Enclosed is a statement entitled- "Information 
About Rights of Medical Research Participants." A copy of 
this statement must be given to each prospective participant 
in order to satisfy statutory requirements. 

All continuing projects and activities'.must be reviewed and 
reapproved at least annually by the Board. Board approval of 
.Mft» any project is for a maximum period of one year. It is the 

responsibility of the investigator to resubmit the project for 
periodic -review as determined by the Board. You will be 
reminded of the scheduled follow-up review dates for your 
project. 

Xf this proposal is used in conjunction with any other human 
experimentation or if it is modified in any way, it must be 
reapproved for these- special circumstances. In addition, the 
Board must be promptly notified of unanticipated problems 
involving risks to human subjects or any complications which 
may occur during any experimental procedure. 

Xf you have any questions, please call me at ext. 3236. 


GRK/mlm 

Enclosure 


A1 


ti 
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CONSENT TO PARTICIPATE IN A MEDICAL RESEARCH PI 
HEN’S REPRODUCTIVE HEALTH STUDY 

Researchers ac Kaiser Pertaanenc Medical Cencers and 
Department of Health Services are conducting a study 
health. The study involves both women and their husban< 
will.be asked certain questions, requested to collect urine 
to keep a brief diary. The men also will be asked co resjf 
questionnaire and to provide two semen samples. 



The purpose of this study is to determine possible risk factors for 
reproductive dysfunction and undesirable outcomes of pregnancy. 

It is unlikely thac you will personally benefit from being in this 
study, ocher chan receiving payment upon completion of the semen 
collection process. However, society may benefit In the future from the 
results of the study. 

Participation in this study is completely voluntary. Therefore, your 
decision whether or not to- be in the study, or co drop out later, will 
not affect the health care you receive or your eligibility for 
membership in Kaiser Foundation Health Plan. Although .injury is most 
unlikely, if you are injured as a result of being in this study, as a 
member of Kaiser Foundation Health Plan you will be offered treatment in 
accordance with the member's Health Plan coverage. The researchers do 
not expect participants to be exposed to any risks as a consequence .of 
involvement in this study, however. 

If you agree to be in this study you will: 

1. Participate in a telephone interview during which you will be 

asked questions about your health and reproductive history, and 
other factors such as occupation, smoking, and diet. The 

interview may take up to a half hour but will be conducted at a 
time convenient Co you. You may refuse Co answer any questions 
and may terminate die interview or your participation in the study 
ac any time; 

2. Provide two semen samples at a time convenient co you. These may 
be collected in a facility maintained by Kaiser for this study or 
at another location of your choice, provided that the samples are 
delivered immediately to this facility. One sample will be 
collected each month for Che first two months that your wife 
collects urine samples for the same study, and oust be collected 
fallowing at least two days of not having sexual relations. These 
samples will be tested for sperm count and quality. They will 
also be tested for the presence of caffeine consumption and for 
metabolites (chemical breakdown products) of cigarette smoking; 
they will not be used for any ocher testing purposes. Analyses of 
the semen samples will be done ac the following University of 
California laboratories: Lawrence Livermore National Laboratory, 
Davis, and San Francisco. Ac your request, the results of these 
tests will be provided co your physician. 
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3. Provide one saliva sample. This sample will be rested for the 
presence of caffeine consumption and for metabolites of cigarette 
smoking. 

For your participation in this study you will be paid $50.00 at the 
completion of the semen collection schedule. 

All laboratory and interview data will be kept confidential and, to the 
excenc permitted by law, will not be made available to others, including 
your physician, without your consent. All information from or about the 
study will be presented in summary form with no participants identified. 

Questions, comments, or complaints, about the study may be presented to 
the principal investigator, Robert A. Hiatt, M.D., at (6.15) 987-4004 or 
to the Institutional Review Board for The Protection of Human Subjects. 
Kaiser Foundation Research Institutes, 3505 Broadway, Oakland, CA 94611, .... 
telephone (415) 987-3236. 


I have read the above and am satisfied with my understanding of the 
study. Its possible benefits, risks, and alternatives. My questions 
about tiie study have been answered, I hereby voluntarily consent to 
participate in the medical research study as described. I have been 
offered copies of this two page consent form and of the "Experimental 
Subject's Bill of-Rights." 


Signature of Participant Date 


Names of Participant, printed 


Witness (not a physician) 



Robert A. Hiatt, M.D. 
Principal Investigator 




Shanna H. Swan, Ph.D. 
Principal Investigator 


David Rempel, M.D. 
Co-Principal Investigator 
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KAISER FOUNDATION HOSPITALS 
THE PERMANENTS MEDICAL GROUP 


INFORMATION' ABOUT RIGHTS OF MEDICAL RESEARCH PARTICIPANTS 


California law* requires that a potential participant in a medical 
research study or investigation be presented with an "experimental 
subject's bill of rights." The following list of rights and 
privileges is intended to satisfy the statutory requirement. 

Persons who participate in medical research, investigation, or 
experimentation are entitled to certain rights, which include (but 
are not necessarily limited tol the right to be: 

1. Informed of the nature and purpose of the study, investigation, 
or experiment. 

2 . Given an explanation of the procedures to be followed in the 
medical study, investigation or experiment, and a description 
of any drug or device to be used. 

3. Informed of any related discomforts and risks reasonably to be 
expected from participation in the study. 

4. Told of any benefits to the participant, reasonably to be 
expected, if any. 

*5. Advised of any appropriate alternative procedures, drugs, or 
devices that might be advantageous to the participant, and 
the relative risks and benefits of these alternatives. 

€. Informed of the availability of medical treatment, if any, to 
the participant, after the experiment, should complications 
arise. 

7. Given an opportunity to ask any questions concerning the study, 
investigation or experiment, or about the procedures involved. 

8. Instructed that consent to participate may be withdrawn at 
any time and that the participation in the medical study, 
investigation or experiment may be discontinued without 
prejudice. 

9. Given a copy of the written consent to participation as a 
research participant, as signed and dated. 

10. Allowed to decide to consent or not to consent to participate 
in a medical study, investigation or experiment, without the 
intervention of any element of force, fraud, deceit, duress, • 
coercion, or undue influence upon the participant's decision. 


•Health and Safety Code Sections 24170-24178 
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UNIVERSITY OF CALIFORNIA v SAN FRANCISCO 


BERKELEY 1 • DAVIS- • IRVINE . LOS ANGELES * RIVERSIDE « SAN DIEGO • SAN FRANCISCO 



J-Ts&o 


; SANTA IASBARA • SANTA CHUZ 



ERGONOMICS LABORATORY 
1301 South 46th Street, Bldg. 112 
Richmond, CA 94804 
(415) 237-7400 
FAX 231-9300 


January 10, 1991 


Office of The President 

300 Lakeside Drive, 18th Floor 

Oakland, California 94612-3550 


Re: Mailing List for 

TRDRP 


To Whom It May Concern: 

Please be advised that the mailing address for Dr. David M. Rempel 
has been changed from 2151 Berkeley Way, Room 504, Berkeley, to 
the address shown on the upper right hand corner of this 
letterhead. 

We would appreciate your prompt attention to this correction of 
your current mailing list so that Dr. Rempel will receive all 
future mailings in a timely manner. 

If you have any questions., please give me a call at the number 
shown above. 


Sincerely, 

Darlene Leary y 
Administrative Assistant 


R 



i 


• . * * • 


JA ^ '1991 

4/isV... 
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UNIVERSITY OF CALIFORNIA 


/2 / 


BERKELEY - DAVIS . IRVINE - LOS ANGELES - RIVERSIDE • SAN DIEGO - SAN I'KANCISOO 



0 ^ 


Number of pages FAXed 
(including this page) 


TO: 




j2_ 




* (Date) 

(FAX telephone #) 


?£r~ £><Q.oo 


FR: 


(Contact telephone #) 


Tobacco-Related Disease Research Program 

University of California 

Office of the President 

Vice President—Health Affairs 






Great Western Building 
Suite 1000A 
2150 ShattucK Avenue 
Berkeley, CA 94720 


(415) 642-5220 (Voice) 
(415) 642-0856 (FAX) 


REMARKS TO THE RECIPIENT : 


SPECIAL INSTRUCTIONS TO THE FAX OPERATOR : 


Please call (415) 642-5220 if the number of pages FAXed indicated 
above does not match the number received by your office. Thank you. 


O 
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R: REDACTED MATERIAL 


UNIVERSITY OF CALIFORNIA 
TOBACCO RELATED DISEASE RESEARCH PROGRAM 

AMENDED AWARD NOTICE 

PRINCIPAL INVESTIGATOR: DAVID M. REMPEL AWARD NUMBER:1RT 500 

INSTITUTION: UNIVERSITY OF CALIFORNIA, SAN FRANCISCO, SFGH 

PROJECT TITLE: THE RELATIONSHIP OF TOBACCO EXPOSURE TO SEMEN 

BIOMARKERS 


FUNDING APPROVED FOR 2 YEAR(S), 1990- 

■1992 

APPROVED BUDGET FOR AWARD PERIOD: 

Personnel 

July 1, 1990 - June 30, ; 1991 

$ redacted 

Supplies & Expenses 

$ 

37300.00 

Equipment 

$ 

14466.00 

Travel 

$ 

715.00 

Indirect cost 


0.00 

Total for Year 1 

$ 

95306.00 

Anticipated Award for FY 91-92: $ 

91433? FY 92-93: $ 0 


Remarks: This grant shall be subject to the examination and audit 
of The Regents and the Auditor General of the State of California' 
for a period of three years after payment. The examination and 
audit shall be confined to those matters connected with the 
performance of this grant, including, but not limited to, the cost 
of administering this grant. 


Refer to the University of California, Guidelines and Procedures 
for specific policies governing the administration of this award. 
Direct any questions to the Tobacco Related Disease Research 
Program Office at 764 
642-5220. 


cc: Principal Investigator 07/25/90 


Jerkeley, CA 94720, (415) 

'Hopper, M.D. 

Vice Pr^feident for Health Affairs 



O 
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UNIVERSITY OF CALIFORNIA 
TOBACCO RELATED DISEASE RESEARCH PROGRAM 

AMENDED AWARD NOTICE 

PRINCIPAL INVESTIGATOR: DAVID M. REMPEL AWARD NUMBER:1RT SO'Q 

INSTITUTION: UNIVERSITY OF CALIFORNIA, SAN FRANCISCO, SFGH 

PROJECT TITLE: THE RELATIONSHIP OF TOBACCO EXPOSURE TO SEMEN 

BIOMARKERS 


FUNDING APPROVED FOR 2 YEAR(S), 

1990- 

-1992 

APPROVED BUDGET FOR AWARD PERIOD: July 1, 1990 -June 30, 1991 

Personnel 

$ 

redacted 

Supplies & Expenses 

$ 

37300.00 

Equipment 

$ 

14466.00 

Travel 

$ 

715.00 

Indirect cost 

£. 

0.00 

Total for Year 1 

..REDACTED 

Anticipated Award for FY 91-92: 

$ 91433; FY 92-93: $ 0 


Remarks: This grant shall be subject to the examination and audit 
of The Regents and the Auditor General of the State of California 
for a period of three years after payment. The examination and 
audit shall be confined to those matters connected with the 
performance of this grant, including, but not limited to, the cost 
of administering this grant. 


Refer to the University of California, Guidelines and Procedures 
for specific policies governing the administration of this award. 
Direct any questions to the Tobacco Related Disease Research 
Program Office at 764 University Hall, Berkeley, CA 94720, (415) 
642-5220. 

for: 



Vice Pr 


Hopper, M.D. 
ident for Health Affairs 


cc: Principal Investigator 


07/25/90 
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UNIVERSITV'OF C A L .6 F O R N' I A 


SANTA BAKBARV • SANTA CKL\£ 


Tob*cct»-Related Dia^ Rv^kH IVopr.im. 

Office of I be President 

Vice President—Hwllh Affair** 

Great Western Buildup 
Suite 1000A 

June 18, 1990 2!50Sh*ltucfc Avenue 

Berkeley, California ‘*47:0 
(415)642-5220 


DAVID M. REMPEL 

CALIFORNIA DEPARTMENT OF HEALTH 
2151 BERKELEY WAY 
ROOM 504 

BERKELEY, CALIFORNIA 94704 


Dear DR. REMPEL: 

We are pleased to inform you that your Tobacco-Related Disease 
Research grant application, THE RELATIONSHIP OF TOBACCO EXPOSURE 
TO SEMEN BIOMARKERS, has been approved for funding in the inclusive 
amount of $ 186739 (including indirect costs) for a period of 2 
year(s). Enclosed is a form for you to use to indicate your intent 
to accept this award. 

The Tobacco-Related Disease Research Program received 893 
applications this year, all of which were submitted to a rigorous 
NIH type peer review process. Eight separate study sections were 
established and 130 individual reviewers were recruited from across 
the nation to evaluate applications. 

Each proposal was reviewed for relevance, for scientific 
merit, and appropriateness with respect to the research plan and 
the requested budget. In a number of instances very specific 
recommendations were made by the Study Sections with regard to 
budget and related modifications and the approval of the grant is 
contingent on the applicant's acceptance of such modifications. 
If your grant falls into this category, you will be notified-in 
the near future. 

The funds for the first year can be released to you as soon 
as all pending administrative sections are complete. If there are 
any administrative items in your application that still need to be 
completed you will be informed of those items shortly. 

Should you need further assistance or information with regards 
to your application and award, please contact Annette McCoubrey of 
our program at 415-642-5220. 


IIKKKCI.F.V - DAVIS - IRVIN'E * I.OS AVCHI.FS • HIV t-.KSIDt • SAN OIEOO • SAN I KANOSC O 
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Again, congratulations on your successful proposal. We look 
forward to your association with the TRDRP and to working with you. 

Sincerely, 




Cornelius L. Hopper, M.D. 

*e President for Health Affairs 



■CUui' (3. Jcrrr&i v 2 - 


Paul R. Torrens, M.D., M.P.H. 
Interim Director 


Enclosure 


Source: https://www.industrydocuments.ucsf.edu/docs/spmmOOOO 


2025794524 




R: REDACTED MATERIAL 


UNIVERSITY OF CALIFORNIA 
TOBACCO RELATED DISEASE RESEARCH PROGRAM 

AWARD NOTICE 

PRINCIPAL INVESTIGATOR: DAVID M. REMPEL AWARD NUMBER:1RT 500 
INSTITUTIONS CALIFORNIA PUBLIC HEALTH FOUNDATION 

PROJECT TITLE: THE RELATIONSHIP OF TOBACCO ' EXPOSURE TO SEMEN 

BIOMARKERS 


FUNDING APPROVED FOR 2 YEAR(S), 1990-1992 


APPROVED BUDGET FOR AWARD PERIOD 
Personnel 

Supplies & Expenses 
Equipment 
Travel 

Indirect cost 
Total for Year 1 

Anticipated Award for FY 91-92 


July 1, 1990 - June 30, 1991 

$ REDACTED 

$ 47411.00 

$ 11000.00 
$ 715.00 

5_ 13041.00 

$ REDACTED 

$ 91433;~FY 92-93: $ 0 


Remarks: This grant shall be subject to the examination and audit 
of The Regents and the Auditor General of the State of California 
for a period of three years after payment. The examination and 
audit shall be confined to those matters connected with the 
performance of this grant, including, but not limited to, the cost 
of administering this grant. 


Refer to the University of California, Guidelines and Procedures 
for specific policies governing the administration of this award. 
Direct any questions to the Tobacco Related Disease Research 
Program Office at 764 University^&ill, Berke ley, CA 94720, (415) 

642-5220. r-J (!/ '' ~ 

JhtZUiX _J /? crr?-t'!us- 
for: Cornelius L. Hopper, M.D. 

Vice President for Health Affairs 


cc: Principal Investigator 
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TOBACCO-RELATED DISEASE RESEARCH PROGRAM 


INTENT TO ACCEPT FORM 


To assist: in the administration of all of the grants, we would 
appreciate receiving this form back by FAX (415-642-0856}, if 
possible, by Friday June 22, 1090. If a FAX is not available, 
please return this by mail. 


Principal Investigator: DAVID M. REMPEL 

Grant Title: THE RELATIONSHIP OF TOBACCO EXPOSURE TO SEMEN 

BIOMARKERS 


I have received the initial announcement of my TRDRP award. It is 
my general intent to accept this award contingent on the 
acceptability of all of the terms of the award. 


I do not intend to accept the award I have been selected for. 


RT 500 
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96420856- 


P.02 


JUN-2S-1990 10:54 FROM DHS-COHP CHESIS & QHSEPi TO 


JUN £2 '90 14X51 WEST CON & CP PUS HEALTH FOUND. 


P.S^S 


TOBACCO-RELATED DISEASE RESEARCH PROGRAM 


INTENT TO ACCEPT FORM 


To assist in ths administration of all of tha grants, va would 
appraeiate rseaiving this form back by fax (415-«42-o* 56) if 
possible, by Friday Juno 22, 1940. If a FAX is not available, 
plaasa raturn this by nail. 


Principal Investigator: DAVID M. REMPEL 

Grant Title t THS RELATIONSHIP OF TOBACCO EXPOSURE TO SEMEN 
BIOMARKERS 


X have received the initial announcsnant of my TRDRP award, it is 
my general intant to accept this award contingent on tha 
acceptability of all of the terms of the award. 


I do not intend to acospt the award I have been selected for. 


J RT S00 
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-JUN-2S-1990 10:54 PROM OHS-CQHP CHESIS & OSEP1 TO 


9S420B56- 


P.01 


TELECOPY MUTE .SUE 

OA 

DEPARTMENT Of HEALTH SERVICES 

Hazard Evaluation System and Information Service KESIS) 
Occupational Hoalth Sumtllanca and Evaluation Program (OHSEP) 

2152 8erke1«y Way, Room 504 
Barkalay, California 94704 
Confirmation : (415) 540-2225 
Pax Ho. (415) 540-3472 

TO: TftDftP _ FRflH: 

Contact No.: . Contact No. 5VQ — St2&.I 

Telecopier No.: Telecopier No.: _ 

SUBJECT: __ 

Number of Pages to follows 1 
Urgant Confidential ^ 



COMtEMTS: 
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1988 Oavis R.O. and Katz. D.F. Harmonic analysis of sperm kinematics using 
real-time video edge images. Proceedings of the Society of Photo-Optical 
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University of California 
Tobacco-Related Disease Research Program 

Relevance of the Project/Facilities Available 


Discuss the relevance of your proposed research to tobacco-related 
diseases in the State of California and what impact your • research might 
have on these diseases and the California population at risk.' 

Available data are suggestive that smoking is a spermatotoxin: that it is associated 
with decreased sperm count, decreased motility and increased proportion of abnormally 
shaped sperm. By prospectively evaluating these factors in a "normal" population and 
by using state-of-the-art laboratory techniques to evaluate exposure and semen, this 
study will clarify the relationship between paternal exposure to active and passive 
tobacco smoke and abnormalities in sperm and abnormalities in pregnancy outcome. 
Approximately 10% of couples are infertile; as many as 31% of pregnancies end in 
spontaneous- abortion and approximately 3% of children in California are born with birth 
defects. This study has the potential of clarifying the proportion of abnormal 
pregnancy outcomes that can be attributed to paternal tobacco smoke exposure. This 
study can also contribute to the understanding of the mechanisms by which tobacco smoke 
causes abnormal semen parameters and abnormal pregnancy outcomes. Given the high 
prevalence of active and passive smoking in men of reproductive age,. this research 
project has the potential for a significant impact on public health in California. If 
possible, the study results could provide considerable added incentive for men (and 
women) to stop smoking. 


Facilities and Resources (Describe the facilities and resources that are. 
needed and are available for successfully carrying out the proposed * 
research. 

Laboratory facilities at UCSF for this project include three adjoining laboratories 
(1,200 sq.ft.) located at the San Francisco General Hospital (one of the main campuses 
of UCSF). Major equipment contained in these laboratories includes: two Hewlett 
Packard Model 5880 and two Model 5890 gas chromatographs with autosamplers, N-P, EC and 
FID detectors, packed and capillary columns; combined gas chromatograph-mass 
spectrometer (GC-MS) system - Hewlett Packard 5890 GC and 5970 mass selective detector; 
liquid chromatographs - Beckman 110A and 112A pumps, Perkin Elmer LC-15 fixed wave 
length UV detector, Bioanalytical Systems LC-4 amperometric detector, Beckman Model 160 
selectable wavelength UV detector and EAS 5100A coulometric detector; Edgegard EGC 4245 
laminar flow hood; XEC Model CRU-5000 centrifuge; Cahn Model 21 electrobalance; Zeiss 
Model 39811 UV spectopbotometer; Beckman LS-65B ultracentrifuge and Beckman J2-21 
refrigerated centrifuge; Packard Tricarb 460-C scintillation counter; Revco freezer, 
ULT-I685; Turner 330 spectrosphotometer; Instrumentation Lab Model 282 co-oximiter. 

The Department of Medicine, Division of Occupational Health at SFGH will provide space 
for the research staff and equipment. 
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